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Abstractor JP 11158149 (A) 

PROBLEM TO BE SOLVED: To obtain the subject 
new compound having suppressing activities blood 
stream in a blood vessel in a diseased part, that is 
suppression activities of arterialization, anti-tumor 
activities or the like, providing a low influence on the 
cell morphological transformation and useful for the 
treatment of a disease such as tumor and 
retinopathia diabeticas. SOLUTION: This compound 
is a compound of formula I [R1 is H, a halogen, a 
lower alkyl or a lower alkoxy; R2 and R3 are each H, 
a lower alkyl or the like, with the proviso that when 
R1 is H, R2 and R3 are not simultaneously H; R4 is 
a halogen; (m) is an integer of 1-3] or a 
pharmacologically acceptable salt or solvate thereof, 
e.g. N-(2,4-difluorophenyl)-N'- 4-[(6,7-dimethoxy-4- 
quinolyl) oxy]-2-fluorophenyl}urea.; The compound 
of formula I is obtained by allowing a 4- 
chloroquinoline derivative of formula II to act on 
nitrophenol, and reducing the obtained product to 
provide 4-(aminophenoxy)quinoline derivative, and 
allowing an isocyanate derivative to act on the 
obtained 4-(aminophenoxy) quinoline derivative. 
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0 „ mj&* 1 4 fcli 2 "Cfc ft , If mil 1 fc^ao-ft^! 
[H*3I7] NXyy';hN-(2,4-y'7;Wn7x^ 
;W-N' - {4-[(6,7-v : ^ h^fx-4-^7U;W^ 

N- (2-?Dn<yy» -N-(2,4-y'7;Wn7i 
-;W)-N' - {4-[(6, 7- s J*h*i'-4-*SV)U)tt 

y)-2-7/l^tn7x-/H 7V7\ 

N- (4-^nnOy;i/) -N-(2,4-y'7;Wn7i 
x;|/)-N' - (4-((6, 7-^b^i/-4-^yy;W^ 

y)-2-7WD7i-;H ^P-Ts 
N-(2,4-y'7/^n7x-;t/)-N' - {4-((6,7-i> - 

^b^y-4-=5f7U;W^y)-2-7;Wo7x-;H - 

N-(2,4-y'7Wn7x-;l/)-N' - {4-[(6,7-5> 

^ h^f^-4-^/ l J;Wt d fy)-2-7;Wn7x-;H - 

N-(2,4-y7/^n7x-/W-N' - {4-[(6,7-S> 

y* s s-A-*cJV)V)%* y)-2-7;^n7x^ /W - 

N,N' -v^/l^l-T. 

N-(2,4-y*7;^n7x-/l/)-N' - <4-[(6, 7-i>* 

* b^fx-4-dfy iJ;W^y)-2-7/^D7x-/H 

N' -(2,4-/7WD7x-;W-N- <4-((6, 7- : J 

N' -(2,4-y7^n7x^)-N- U-[(6. 7-S> 
^ b^^-4-^yU;U)^=3f y)-2-7WD7x-/H - 

N-(2,4-y7;Wn7x-;W-N' - {4-[(6.7-S> 
N,N' -yIf/Wl/7> 

N-(3,4-y7/^D7x-;W-N' - {4-((6. 7-x 
^ >. df -df y ij )]/) i,) 7x-iH - 

N, N ' -^'X-f-Z^VT, 

N-(3,4-y7/Wn7x-W-N' - {4-{{6,7- s J 

^ h I/- 4 -=3f 7 U )V) >-) -2- 7 ;M-o 7 x x;y } - 

N-(2,4-y7Mn7x^)-N' - {4-[(6, 7-J 

* h^y-4-^7'J;Wt ;J fy)-2-7;^n7x-;l/! - 
N-xf-z^VTs 

N' - {4-[(6,7-^h^^4-^yU;W3i-^)-2- 
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7Mn7i-iH -N-xf;kN-(4-7/^n7i- 
/W71/7. 

N' - {4-[(6, 7-^ VMtt>>}-2- 
7/ktn7xX )V) -N-(4-7;l'tn7x-;W-N-^ 

N- { 4-[(6, 7->\X h*i>-4-*/ 

MD7x-;H -N' -(4-7^n7i-;W-N, 

N- {4-[(6,7-^N^f$/-4-^yU;l/)^v')-2-7 
Mo7x-;H -N, N' -vx^/u-N' -(4-7/l^f 

P7xX/k)7l'7. 

N-(2,4-y , 7;l/t07x-;W-N / - {4-((6, 7-v 5 
^h^y-4-^y | J;W^y)-2-^h^fy7x-;H 

71/7, 

N-(2,4-y*7;^n7x-;W-N' - {4-[(6,7-i>' 
^ h^ri^-4-^ 7 U;0^v-]-2-^ b^fy7x-;l/} - 

N-(3,4-y7MD7x^;W-N' - {4-((6, 7-^* 
^>=3r^-4-dfy'J;W^j/]-2-^ h^y7x-;H - 

n-^/W7^7. 

N-(3,4-y7W07x-;W-N' - {4-((6,7-y 

* f^r^-4-^y UJU)^zy}-2-^ h^fy7x-/K - 

N' - {4-[(6,7-^b^i/-4-^yy;W^>']-2- 
^h^fy7x^W -N-^f;l/-N-(4-7;^07x- 

N' - {4-((6,7-y^h^y-4-^f71J;l/)t ;3 fy]-2- 
^f#y7x-/K-N-Xf;k N-(4-7i^n7x 
x/P)71/7, 

N-(3,4-iy'7;P^n7xX;W-N' - {4-[(6, 7-5^ 

* h ^ i^-4 -df 7 U )V) %/\ -2-* f-JVy -N 
-PW71/7. 

N-(2,4-^'7Wo7x-/H-N' - {4-((6, 7-Sy 

* h df v-4 7 U /W $A -2-* 1~)V7 x-/H -N 

N-(2,4-y7W07x-;l/)-N' - {4-{(6,7- ; J 

* h # *y-4 7 U ;W 5j-^f s-0 -2-> f-;K7 x-;H -N 

N' -(2,4-y7Wn7x^)-N- {4-((6,7-^ 
7 h^fv-4-df / 'j/W^y]-2-^f/l^7x-/H -N 

N-(2,4-y7i^n7x-/W-N' - {4-((6,7-5> 
7 b =3f x-4 7 y ^ >-) -2-* f7K7 x x/y } - 
N, N' -^X^;W«7PT. 

N' - {4-((6,7-^v h^^^-dfyy/w^-df^]-^ 

^f-;W7xX;W} -N-Xf;WN-(4-7/^07x- 
;W-7VT. *S±tX 

N' -(2,4-y7/kt07x^)-N- {4-((6, 7->> - 
7 b i^-4 -df - 7 y ;W) tti/)7x. -)V } -N -xf-/y7 



[11*118 ] N - (2,4 - y7Wn7xX/W - N' - 
{4- [(6.7- , J*b*i'-4- : *ry n J)l)tt>') -2-7 

;^n7x-;H - n - 7f-;!/7i-7. 

N' - (2,4- y7WD7xX;l/) - N - {4-[(6,7- 
^bdf^-4-^7y;l/)^-sr^] - 2-7Wo7x- 
)V) - N - Xf7l/7l/7\ 

N N - (2,4 - 5y7/M-n7xx;i/) - N' 

- {4- [(6,7- ^h3f>--4-^7y/W:fr^i/) - 2- 

7Mn7x-/H 71/7, 

N' -(2,4-y'7Wn7xX;W-N- {4-((6,7- 

^hdf^-4-df-7y;W^i/] - 2-^f-;U7xX 

;W - N - ^f;WV7> 

N' - {4- ((6,7-^bdf^-4-df7y;W^^] 

- 2 - 7i^D7x-/l' > - N - Xf-/y - N - (4 - 7)V 

tn7xx;W>7yr> 

N- (2,4-y7/l/tD7xx;W-N' - {4-[(6,7- 
^b= 3 fi/-4-df7U;l/)^-df^] - 2-^f;k7xX 

/W - N - xf ;^y7, 

N-(2,4-y*7Mn7xX;l/)-N' - {4 - [(6,7 - 
tJXh*!/ -i-^SyMtti") - 2-7/W07x- 
)V) - N - A V7 0 DtVP7l/7. 
N - (2,4- y7/Wn7x-;W - W - {4-((6,7- 
S^MfS' - 4- ^SyMttSs) - 2-7i^n7x- 

;t/} - N. N' - ^f-;P7l/7. 

N-(2,4-y*7MD7x^)-N' - {4-((6, 7-£> 
7 h*is-4-*S VMOft H-2-7 hdfi/7xX;l/> - 
N-7f-/y>7W\ 

N ' - {4- [(6,7- Sy^bdfv--4-df7y;W^^) 
-2 - ^Y^rzyy^-JV) - N - X-^/y - N - (4 - 7)V 
tD7xX;W'7l/7s 

N-(2,4-y'7i^n7xX/W-N' - {4 - ((6,7 - 
itXh^is -l-^/VMtti'] - 2-W7xX 

;H - N, N ' - *?x.WV\sTs 

N' -(2,4-^7Mn7xX;W-N- {4-((6,7-v 

7 h * 5^ 4 -*f y 'J ;W 5"] 7 x } -N-Xf-;^ 
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1: 27-31, 1995) . 

[0004] ztit?^ mmtiLiizt3ft&M8Uk<nM 
mtzMzmffimmm^isfi-Mmim 

(Bicknell, R., Harris, A. L. Curr. Opin. Oncol. 
8 : 60-65, 1996). Mm^$fcW&m&£tt*&fe 

wmb LxmmzMthmhKm'xii^ttm^nizti 
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/i^«£^47/t^^xS£»f § . 
[0011] Ao^VJiH^te, 7 ^SM^, U 

[0012] imr^jvcomt ixtt. 7^/k x^ 

;K n -7t3t°;K 4" VrntVK n - 7*f7k i -7" 
f7k s - 7*fvk t - 7f-;k n - n - 'S 

[0013] iSMTJVa^t/COmt LTJ4. 7 v\ 
n-7D^y, i-7*n^y, n - 7> 

[00 14] -ffrlrll 

y>is^ 7f-/i/S. ££147 b3-x« £gi-f\ 
[oo l 5] r 2 fcitfRs (is #?4L<{4. 

x^-/l/£ N -fV7°nh7«, *fcH3£ (II) fc*W\ 
[00 1 6] 5£ (II) R 5 i4. jff*L<tt, ao^ 

[0 0 17] R 4 (4. #xtL<f4. 7-y*BFP£«U 
(4. R 4 {i4ffifc^qtf & £ 1 L < , m&2<?)t 

[00183^(1) coit^mm t um i/cwu 

Rj AoyyflFP, «7/l^/l^ 4fcl±fiRT 

0 s m# 1 &tz\$ 2 xhut^wmfhfi 

4. 

[0019] sHSBgt i $<fe£fctf)Jff£ U^Hi: LT 

4-i/'7/l/tD7x-;H-N' - {4-[(6,7-x*7h=¥x 
-4-df7'J;W^ d fi>]-2-7;^07x-;P} i)V7, 
N- (2-?no^y;l/) -N-(2,4-y'7Wn7x 
x;l/)-N' - {4-[(6, 7-¥Xh*i/-4-*J VMt* 

y]-2-7Mn7i-;M «7u7. N- (4-^nn\y 

x/H -N-(2,4-y7WD7i-/W-N' - {4- 
[(6, 7-x7 Y^iy-4-^/^)V)^iy)-2-y)V^uy 
X x/W >7PT, N-(2,4-y"7;Wn7i-;H-N' 
- { 4-[(6, 7-x*7 b^x-4-^7 U;l/)^>-)-2-7;W 

tn7i-;W -N-^Wl/Ts N-(2,4-5>7;lcj- 



n7x-/W-N' - {4-((6,7-^h^fv-4-df7U 

y)-2-7/WD7i-;H -N--f yrne/W 

UT, N-(2,4-y*7W07x-W-N' -{4-[(6, 
7-x*7 h^f x-4-^f 7 iJ;H^y)-2-7/^n7x- 
;l/}-N,N' -*JXW7VT, N-(2,4-y7;^n 
7x-/H-N' - {4-[(6, 7-x7h^fx-4-= 3 f7y/H 

^y)-2-7;^n7x-/H N ' -(2,4-x 

7lWn7x-/H-N- {4-((6, 7-^*7 h^x-4-^f 

7 U ;W ^S/) -2-7/ktn 7x^;K -N-^f;KU 

7\ N' -(2,4-y'7^D7x-^)-N- {4-[(6.7 

-x*7 h * i/- 4 7 U ;W ^ ] -2- 7 /kt a 7 x x 

/W -N-xf-zl^ITr. N-(2,4-y'7MD7x- 
;W-N' - {4-((6,7-x7 h dfx- 4 -^71;^)^ 
y)-2-7/Wn7x-/H -N,N' -y'xf/Wl/7. 
N-(3,4-y'7/Wn7x-/W-N' - {4-((6,7-x 
7 b^fx-4-df7U;W^i/]-2-7;^n?7xX;H - 

N, N ' -xxf-;l^7\ N-(3,4-y'7Mn7x- 
;W-N' - {4-[(6,7-x7 

y)-2-7/^D7x-;H -N-^f-^lxT, N-(2, 
4-y7/^n7x-/W-N' - { 4-((6, 7-x7 hdf %/ 

-4-df7 U/W^ y)-2-7Mn7x-;H -N-xf- 

^1/7, N' - {4-((6,7-x7h^x-4-^7U;W 
^y)-2-7Mn7x-/H -N-X^-N-(4-7;P 
tn7x-/W'7^7, N' - {4-((6, 7-x7b^fx- 

4 -3f 7 U ;W ^ y)-2-7Wn7x-;H -N-(4 -7 

;I/^n7xX/k)-N-7^ 1 71xT. N- {4-[(6,7-x 
7 h^fx-4-df7U;W^v']-2-7;t/^-n7xX;^> - 

W -(4-7Wa7x-;W-N,N' 

7, N- {4-((6,7-x'7h^x-4-df 7^)^x1- 
2-7^D7x-/W -N.N' -yXf;hN' -(4-7 
)V*X3y x.—)V)*7V7 . N-(2,4-y7;^D7x- 
;W-N' - {4-[(6,7-x7 hdf 5^4-^7 U/W*^ 
y)-2-^h^fy7xX/H ^wr, N-(2,4-^'7;^ 
n7x-lW-N' - {4-((6,7-x7b^x-4-^f7U 

;l/)^^fx]-2-7 h^fx7xx;k} -N-7f-;^l/T. 
N-(3,4-y7/^D7x-;W-N' - {4-[(6,7-x 
7 h^>--4-^7U;l/)^x]-2-7b^x7x-;P> - 

N-7f-/Wl/7, N-(3,4-y*7Wn7x-/W- 
N' - {4-((6 ( 7-x7>dfx-4-^f7U;W)^ d fx]-2- 
^h^fy7x-;H-N-xWl/7, N' -{4-[(6, 
7-x7 b^>-4-^7U;l/)^i/]-2-7b^x7xX 
;W} -N-^f;hN-(4-7W07xX/l,)^l/7, 
N' - {4-((6, 7-x7 b^y-4-^/'J;l/)^y)-2- 
7 b^fx7xX;t/} -N-Xf-;l- N-(4-7WU7x 
^)i7l/7s N-(3,4-y'7Mn7xX;W-N' - 
{ 4 - ( (6, 7 -x'7 h df x-4 -df 7 U ;W ^ x) -2-7 f- 
^7xX/H -N-7f-/^P7s N-(2,4-y7/Wn 
7x-/W-N' -{4-((6,7-y^h^y-4-^yy;W 
^^y)-2-^f^7xX;H -N-7 f;l/>7l/7, N- 
(2,4-y7^n7x^)-N' - {4-[(6, 7-^*7 h 
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3f i/~4 -3f J U /W * >-] -2-* f7k7 i-/H -N-I 
f7l^l"7\ N' -(2,4-y7/^n7x-/W-N- 

{4-((6, l-V* f^y-4-^y VMttishWi- 

)V7x.—)V) -N-^f-^yT. N-(2,4-i>'7;ktn 
7x-;W-N' - {4-((6,7-^ h4f^-4-dfyU;W 
t^ : y}-2-^i-)Vy x.~)V) -N,N' -i^xf-zl^l/ 
7 N N' - {4-((6,7-^h^f^-4-^yU;W^ 

y ) -2-y f-;k 7 x -;H - N-xf-;t~ N - ( 4 - 7 Jit n 7 

xX/^-i7l/7. iUt/N' -(2,4-y7/^D7x- 
;W-N- { 4-[(6. 7-^ b^fv-4-^y VMtti') 

7i-;W -N-xf-^l/T. 
[00 20] *»^fci4ft£fttf)35fcff* U^Jfc L 

T(4. TIB^-f^W^ff 6fLS : N - (2,4 - i>'7;^ 
P7xX;k)-N' - {4-((6,7-y^f^fy-4-V 
U/W^H -2- 7MC7i-;H -N-y^/y7 
1/7, N' - (2,4 - y7/Wn7i-/W - N - {4- 
((6,7 - *JX h^is - 4 - 7 VlDtti*-) - 2 - 7/kfr 
D7I-/H - N -X^;y7>7. N-"W/U-N- 
(2,4-y'7Mn7i-;W-N' - {4 - ((6,7 - i?X 

h^is-i-^SVMtti') - 2-7Wo7x-;H 

71/7. N' -(2,4-y7Wn7x-;W-N - {4- 
((6,7 -vl* h^r>'-4-^7U;V')5j-^>') - Z-Xfrl 
7x-/H - H - ti-lVWT . N' - {4-((6,7-i>' 
y >^>--4-^yU;P)^^) -2-7WD7X- 
/W - N - Xf-;W - N - (4 - 7WD7x-;l')7l/ 
7. N - (2,4-y'7/^P7x-;W - N' - {4- ((6, 
7 - z/X h%-i<- - 4 - J V )l)^zs) -2-y^-/P7x 
x/W - N -Xf-A/^iyr, N - (2,4-y7WD7x 
x/H-N' - {4-((6,7-i>'yh^j/-4-^7U;W 
sf^vO - 2 - 7/M-CJ7x-/W - N - A V7°Pt7P7 
1/7. N-(2,4-y7Wn7x-iW-N' - {4- 
((6,7 - S J* - 4 - 3V U/l/)^^) - 2 - 7/lot 
n7x-/W - N, N' - y'yf-/i/7l/7. N-(2 ,4- 



y7MD7x-;W-N' - {4-((6, 7-^'y h^y-4 
-^7U;l-)^S/]-2-y b^f$/7xx;l/} -N-yf-/!/^ 
1/7. N' - {4- ((6,7- V* h^f^-4-^7U;W^ 
^y) -2-y b^fi/7xX;W} - N-xf-;W-N- (4- 
7;Wn7x-;H *7l/7. N-(2,4-y*7;^n7x 
-M-W - {4- ((6,7- ^h^j/-4-^7U;W 
^y)-2-^f/V7x-;H - N, N' - yx^/y7 
1/7. fillffl' -(2,4-y7Wn7x-/V)-N- 
<4-((6, 7-^'y f^fi/-4-^7U;W^i/]7xX 
;W -N-xf-/W71/7» 

[002 1 ] ( I ) ^[^tt^aaS^xfFgS 

7i^. # U ^Afi*-fca*;W5/>>Affi<0 i a ttTJVi] 
Wfflt* *ft*S»SL BvfomM&coko&w? 

* y x/w* yittg. x ? y x/y* ysgigo i o ftffiST 
;u^;^;i/*y^. ^y-tfyx^yn^. p - 
xyx;^ y^cD«k d &7 U -/i^x/y*ySH£. 7^? 
;H*8L 3A?RS % 7xy|$g. ya7i 

>m.<7)io%:Wm&. fci^'y'uyys. 7xx;y7 

7xyjg s ^;^$yffijg % TX^y^yM&nXdZ: 

[0022] hrs ( i ) ofltewti. *fc* fcaaa* 

[ 0 0 2 3 ] Ittfi^fi^ 

[0024] 
[ft 5] 
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MeO 



MeO 




NH, 



XX 

ElO / 1T OEt 



McO 



MeO 




Eta 



o o 

AX 



'N" 



OEt 



MeO 



MeO 



MeO 



MeO 




0 0 



o o 




OEt 




MeO 



MeO 



MeO 






MsO' 



NH, 



P^y Dyf^*}^ Org. Synth. Col. Vol.3, 272 (1 
955), Acta Chim. Hung., 112, 241 (1983) ft tlzfm 

[0025] Jja^lSI^fcS^ yny||»ftJJ s # 
7°n b yffilMHc^TjISft&^^ixT. o-T 

[0026] jgafttgas* * fcti*^*tti^ 



#HMT^ *j v * t aw *rs k 4- ( r 5 y 7 x y * ^ ) # y 
[0027] ^^T^^mma^^-rs-f^tt. m 

[0028] 
[fc6] 
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-y yitsmmmum. ^mirmzm^ y ^7 

UTMOST, BSfcT^/W^ftUHS^iS 

[00 2 9] ^^ffljj/jgg^Jttl 

mz&iif&smfoMMnwm&tia.'emtknmik txn 
fires*. fsM, #anj!K x ut^mumm^mi 

[ 0 0 3 0 ] ^afifcfeftSjfiLf^T^tt. ±fc 

Sl, MtffcII^<a^i:S<gtfoVvo^ (Forkma 
n, J. Nature Med. 1: 27-31(1995); Bicknell, R. , Ha 
rris, A. L. Curr. Opin. Oncol. 8: 60-65(1996)).. 

[0031] ■m.mziui-smt. tti. -r yh'#& 
[ o o 3 2 ] i^x, is-ffc-^ftrti, jams 



m. mm. mmmimwm. msmvw^ ® 

[0033] a— O^ffifcifUf s *^BJfc 

6 E£IBj£fttiJ»t. ifiWI4IM^E. ftttWHPJ**? 
[0034] *^Hjc7)^!fl^^«^i:-r^E^lfi^ 

£4. Iffl§&4. g*s^-) cowr^^g 

[003 5] JMfcW£«U 3SP#Ji: LTWu f?3L #7° 

mumb lx\±. mm. mi. t-tm. vmm&K 

[0036] zti^commM. wn%^$>tixvi 
mm. tmm. msm. mmi. mmi. mm&z 

[0037] jKEfflU: LTWU MttiWMs 7* WW. 
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[oo3s] ±tz. tmrnmit. vwam* 
[0039] j&mmi rn.mm.fm*. *u 

»0. 5~50Si%. #4U<I4, 1-2011 

[0040] ®$-mm%<7)sm. im. man 
mm&zti&tf. mtito. i ~ i o o m g/k g N 

^L<fil~5 0mg/kg(7)fEH-C"l> i 9> itlSrl 
HlHI4fcl«fcllIfcWCift4-'tS . 
[004 1] 

CUStMl OT*#PJ£TlE0!fcJ: ORffi^ *H 

[0042]Slffll N- (2, 4-^ZMPZx 
x;W) — N' - {4- [ (6, 7-^ h^r^-4-^r 

TUik) £jck] -2-7;M~P7x-;i^} frl^T 

4- [ (6, 7-^^5/-4-dfyU;l') 

(2.00g) SrWl^xy (2 

0 0m 1 ) fcMIRLfcf, 2, 4-y7/^D7x 
x/M Vi^Ti— h ( 1 ■ 9 7 g ) £JD;LT 7B#Fb1M 

2g, lR*84%Tltfe. 

1 H-NMR (DMSO-d 6> 400MHz):5- 
3. 94 (s, 3H), 3. 95 (s, 3H), 6. 5 
5 (d, J = 5. 1Hz, 1H) , 7. 04-7. 12 
(m, 2H) , 7. 30-7. 37 (m, 2H) , 7. 
40 (s, 1H), 7. 49 (s, 1H) , 8. 10- 
8. 16 (m, 1H) , 8. 23-8. 31 (m, 1 
H), 8. 49 (d, J = 5. 1Hz, 1H), 8. 9 
9 (s, 1H) , 9. 05 (s, 1H) 
SUHMJHt (FD-MS, m/z) :4 69 (M+) 

[0 0 4 3] g3ftg|2 N' -{4- [ (6, 

sfrfrS'l -2-7/^P7x- 

/M-N- (4-7MP7x-;H -N-^-f/K^ 
Z 

4- [(6, 7-y^h^x-4-^y i ;;i-) st-ap-s^] 

-2-7/^nT-U>- (8 0mg) & Wkxy (8m 
1 ) s b 'Jxf-/[/7$y ( 1 . Oml) tJpfaffllltJt 

fts s J3nux?y ( l . Oml) «§g?L/shU*x 
^> (7 8mg) *1lUlX5ftm]}\$mffiLt:. mzN 
- (4-7/Wn7x-;H -N-^^/kTSy (70 
mg) SJniTs 3&fcli3ISMaR8U:. RJEMfc 

ffl U »Sxf-;PJf^te 7 J<K^ b U *7 AT«L£, 

7* by (2/1 ) T-'S§R^I>yy#^>?nr<>h^7 
7 4-W:DffSSU «ffltftffc£fo£ 9 7 m g s JR$8 



[0 044] 1 H-NMR (CDC 1 3 , 4 00MH 
z) : £3. 35 (s, 3H) , 4. 03 (s, 3 
H) , 4. 05 (s, 3H), 6. 42 (d, J = 3. 
2Hz, 1H) , 6. 46 (d, J = 5. 1Hz, 1 
H) , 6. 87 (dd, J = 2. 7, 11. 2Hz, 1 
H), 6. 95-7. 00 (m, 1H), 7. 18- 

7. 23 (m, 2H) , 7. 3 5-7. 39 (m, 2 
H) , 7. 44 (s, 1H) , 7. 49 (s, 1H) , 

8. 24 (t, J = 8. 8Hz, 1H) , 8. 48 
(d, J = 5. 1Hz, 1H) 

ffl (FD-MS, m/z) :46 5 (M+ ) 
[0 04 5] ggjfcW3 N- (2, 4-^'7/M-P7a 
x;lQ -N' -{4- [ (6, 7-vX b^y-4-^ 
ZUik) -2-7il/tP7x-/H -N-*f- 

4- [.(6, 7-^/ b^y-4-^y u;i/) 

-2-7;l/tnr- l J>' (500mg) £ Mkxy (5 
Oml). bUxf-zl/TSy ( 1 . Oml) £J«j§? 

bfcfts ^nn^^y ( 1 . Oml) fcjg*Lfct»y 
*x?'y ( 2 3 7mg ) ^JnlT 54HBM!BR6tfc. 

fttCN- (2, 4-y7WP7x-;W -N-^^;P 
7$y (284mg) § $> IZ 8 mrlSEMKK 

P®xf-^Tttaj t , IfiixfvWi & Miktimi-t hVV 

? nn*^A/7-fe by ( 2/ 1 ) t«-t hyvjj? 

)l?uW7?7 j-teXVmmL. SH*M[teft£4 
8 0mg, IK$62%T*#^. 
[0046] 1 H-NMR (CDC 1 3 , 4 00MH 
z) : 5-3. 32 (s, 3H) , 4. 03 (s, 3 
H) , 4. 04 (s, 3H), 6. 42 (d, J = 3. 
2Hz, 1H) , 6. 4 7 (d, J = 5. 1Hz, 1 
H) , 6. 89 (dd, J = 2. 7, 11. 5Hz, 1 
H) , 6. 96-7. 06 (m, 3H) , 7. 40- 
7. 45 (m, 2H) , 7. 49 (s, 1H), 8. 2 
1 (t, J=8. 8Hz, 1H) , 8. 48 (d, J = 
5. 4Hz, 1H) 

XMftffiS. (FD-MS, m/z) :483 (M+ ) 
[0047] SQtW4 N- (3, 4-/7/^P7x 
x/1/) — N ' - <4- [ (6, 7-vZf^v— 4-^r 
/Uik) 2jfck] -2-7/l/tP7x-iW -N-^f- 

4- [(6, >df^-4-^yu;w) sj-^] 

-2-7/l/tn7-'Jy (80mg) SrT-^xy (4m 
1 ) , h UX^TS y ( 0 . 8ml) fcM&BSLfc 
ft % y7PP^^y (0. 8ml ) IzmMUzbVXX 
yy ( 8 3 m g ) £fln IT 5»ilS Lfc. ifcfcN 
- (3, 4-y7WP7x-;H -N-^f-zI/TSy 
(4 3mg) ZMIX. $6t5. 5 ^FBHrnjKBKS b 
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tuuTtvVA/T^y (8/1 ) •CRShf^aHl i^U 

£74mg s tme l%Tl#fc. 
[0 0 48] i H-NMR (CDC 1 3 , 400 MH 
z) : 83. 36 (s, 3H) , 4. 05 (s, 3 
H), 4. 07 (s, 3H), 6. 45 (d, J = 3. 
4Hz, 1H) , 6. 52 (d, J = 5. 6Hz, 1 
H) , 6. 9 1 ( dd , J = 2. 7,11. 2Hz, 
1H) , 6. 97-7. 02 (m, 1H), 7. 13- 

7. 18 (m, 1H), 7. 21-7. 3 6 (m, 2 
H) , 7. 5 1 ( s, 1H) , 7. 58 (s, 1H) , 

8. 25 (t, J = 9. 0Hz, 1H) , 8. 49 
(d, J = 5. 4Hz, 1H) 

SMfrffll (FD-MS, m/z) :4 83 (M+) 
[00491 HM5. N' - {4 - [ (6, 7-^/ 

;H -N-Xf-fr-N- (4-7;l/tQ7x-/k) frl/ 
Z 

4- [(6, 7-^h^f^-4-^yu;w) ^i^] 

-2-7/^n7-'Jy (8 Omg) & b/lxy ( 5m 
1 ) , bUx^TSy (0. 8ml ) tztommLt: 
Htvutfy (0. 8ml ) tflfflFLfchU*^ 
( 8 3 m g ) £JP;tT 5 fl-miQSBKtt Lfc. ?»£N 
-Xf-/l—N- (4-7;WP7x-;W T$y (4 2 
m g ) £JP i. T , £ £>fc 3 B^raaP^iiS^ Lfc . KBWiZ 

EiJ L s SKx^/Wg »J«Iiv/*/<7 t 

A/r^yy (8/i ) -csBHf 5?ii^y^y;^o 

V h?7 7 4 -K £ DIMS U 6 3m 

g. JR*5 3%T1#7>. 

[0 0 50] i H-NMR (CDC 1 3 , 400 MH 
z) : $1. 20 (t, J = 7. 1Hz, 3H), 3. 
80 (q, J = 7. 1Hz, 2H) , 4. 04 (s, 
3H) , 4. 07 (s, 3H) , 6. 30 (d, J = 
3. 4Hz, 1H), 6. 49 (d, J = 5. 4Hz, 
1H) , 6. 87 (dd ,. J = 2. 7, 11. 2H 
z, 1H), 6. 96-7. 00 (m, 1H), 7. 2 
0-7. 28 (m, 2H) , 7. 32-7. 36 (m, 
2H), 7. 51 (s, 1H), 7. 55 (s, 1 
H), 8. 28 (t, J = 9. 0Hz, 1H), 8. 4 
8 (d, J = 5. 4Hz, 1 H) 
ES3MJf€ (FD-MS, m/z) :4 79 (M+ ) 

[00 5 1] H5fefflj6 N- (3, 4-y'7/^P7x 
— N' — { 4 — [ ( 6 , l-i?*\**z/-4-*t 
ZUik) ~2-7;^P7x-;H -N-Xf- 



4- [(6, 7-^h^i^-4-^yU;U) *#S^] 
-2-7;WP7-'Jy (80mg) Jb/Hy ( 5m 

i ) , f 'jxws y ( o . 8mn iztmmmLtz 

^np^^y (0. 8ml ) tetfflBLfcMJtfX 
fy (83mg) £JP;tT 5#[§IM&ISfiLft, &£N 

- (3, 4-y7/^P7x-/P) -N-Xf-/KT$y 
(4 7mg) SrjDi.Ts ££>fc2. 5B#^JnMIL 

Kx^/l/TttffiU PMxf-^jf&^^v^y^ 
? D n A/T-fe > y ( 4 / 1 ) TKItt S ?Wi 2^ U 
£ 8 2 m g . 1[X*6 6 

[00 52] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 5-1 . 20 (t, J = 7. 1Hz. 3H) , 3. 
80 (q, J = 7. 1Hz, 2H), 4. 04 (s, 3 
H), 4. 06 (s, 3H), 6. 30 (d, J = 3. 
2Hz, 1H) , 6. 48 (d, J = 5. 4Hz, 1 
H), 6. 89 (dd , J = 2, 4, 11. 2Hz, 
1H), 6. 96-7. 00 (m, 1H), 7. 12- 

7. 16 (m, 1H) , 7. 18-7. 37 (m, 2 
H) , 7. 48 (s, 1H) , 7. 50 (s, 1H) , 

8. 23 (t, J = 9. 0Hz, 1H), 8. 48 
(d, J = 5. 6Hz, 1H) 

tiMf (FD-MS, m/z) :497(M+) 
[0053] nmmi N- (2, 4-y'7MP7x 
rjH -N' - {4- [ (6. 7-^/1^^-4-^ 

/Uik) -2-7;^p7x-jH -n-4 y 

4- [(6, 7-5*X b^>— 4-3V | J;p) 
-2-7/^nrxyy (80mg) £ Wlxy (5m 
1 ) % bUx^TSy (0. 8ml ) fc&PiMILfc 
W:. *J9X3U*9V (0. 8ml ) WfjUL^bU^X 
yy ( 8 3 m g ) SrJptT tfc. ifctN 

- (2, 4-y7/ktP7x-/V) -N— fVTnbVI/ 

rsy (4 8mg) % kttmstiMSBXu 

?DnWA/7-fefy (4/1 ) TSIiW-SSIiyy 

^57mg, HPM5%T1#£. 
[0 0 54] 1 H-NMR (CDC 1 3 , 400 MH 
z) : SI . 1 5 ( d, J = 6. 6Hz, 6H) , 
4. 05 ( s, 3H), 4. 07 (s, 3H), 4. 8 
6-4. 97 ( m, 1H) , 6. 12 (d. J = 3. 
4Hz, 1H), 6. 51 (d, J = 5. 6Hz, 1 
H), 6. 87 (dd , J = 2. 7, 11. 2Hz, 
1H), 6. 95-7. 01 (m, 1H), 7. 03- 
7. 10 (m, 2H) , 7. 23-7. 36 (m, 1 
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H) , 7. 5 1 ( s, 1H) , 7. 60 (s, 1H), 
8. 27(t, J = 8. 8Hz, 1H), 8. 48(d, 
J = 5. 6Hz, 1H) 

«tJfc**f« (FD-MS, m/z) : 5 1 1 (M+ ) 
[00 55] gigs N-<yx';l/-N- (2,4- 
y7/^P7x-^) — N' — { 4 — [ ( 6 , 

4- [(6, 7-^b= 3 fv--4-^/U;l/) ^v-] 
-2-7/^n7-';y (8 Omg) £ WUxy (4m 
1 ) , hUX^/WTSy (0. 8ml ) Ol«g?L£ 
flL y^nn^^y (0. 5ml ) fc^fl?U:M>** 

7->(83mg) ^D£T5^railDiBi^t^. fcfcN 
-<y^/V- N- (2, 4-i/'7/WD7s-/l') T 

§y (6 2mg) 2rjDi.T. 3 6 1 ttlTOWKBiSK U 
£ N ^nn*M/rtfy ( l 0/1 ) TRBfl-fSS' 

M42mg, JR*3 0%-C#fe. 

[0 0 5 6] i H-NMR (CDC 1 3 , 400 MH 
z) :J4. 04 (s, 3H) ,4. 05 (s, 3 
H) , 4. 90 (brs, 2H), 6. 35 (d, J = 

5. 4Hz, 1H), 6. 47 (d, J = 2. 7H 
z, 1H) , 6. 86-6. 94 (m, 2H) , 6. 9 
4-7. 04 (m, 2H) , 7. 04-7. 16 (m, 
1H) , 7. 16-7. 34 (m, 5H), 7. 46 

(s, 1H) , 7. 50 (s, 1H) , 8. 28 (t, 
J = 9. OHz, 1H), 8. 49 (d, J = 5. 4H 
z, 1H) 

MAftWt (FD-MS, m/z) :5 59 (M+) 
[0 0 5 7] mmM9 N— (2-;pp^/H - 

N- (2, 4-y'7MP7i-lH -N' - U- 
[(6, 7-^X b^-4-^7U;l/) -2 

-7/^P7x-;M friyr 

2, 4-y7WP7-yy (5 1 6mg) s 2~?P 
uK>XT)Vt t H ( 5 6 2 m g ) S-?fft?L^^ ? 7- 
/KlOml) ^M^^>"7A ( 9 6 3mg ) >4> 
*c7)S^^Jni. s MfiT— Wf Lfc, *&T7l<fgtt* 
Vmi~ h V ^7A ( 4 5 4 m g ) ^Jnx. , M&T8 BfrlWJl 

iktiOs N- (2-?nn^yi/» — N— (2, 

4-^7WD7x-;l') 7Sy£2 5 2mgf#£ 0 4 
-[(6, 7-^h^v--4-^yU;^) Jf^i"] - 
2-7WP7- U y ( 1 2 6mg ) £ WKcy ( 1 0 

mi) , b ux^r$y (imi) ciisKLfc 

3 lmg) *jniT54Maai«aatfc. aac. ±t# 



WtfcN- (2-?nn^yy;l/) — N— (2, 4-5> 
7MP7x-;H 75 y ( 122mg) &JHi.T. § 

( 5/ 1 ) TSSHM-S 5/ ij^^ov h/77^ -fc 
i 91H8U ««<^fk-6*lSr 7 5mg, 1R$3 2%T1# 

[0 0 5 8] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 53. 92 (s, 3H) ,3. 95 (s, 3 
H) , 4. 95 (s, 2H) ,6.55 (d, J = 5. 
4Hz, 1H), 7. 05-7. 12 (m, 2H), 
7. 22-7. 40 (m, 6H), 7. 41 (s, 1 
H) , 7. 47 (s, 1H) , 7. 50-7. 54 

(m, 2H) , 8. 1 3 (s, 1H) , 8. 52 (d, 
J = 5. 4Hz, 1H) 

«JI4J"SHt (FD-MS, m/z) : 593 (M+ ) 
[0 0 59] jjl 0 N— (4-^PP^yy/H 

-N- (2, 4-y7;ktP7x-;V) — N ' - {4- 
[(6, l- i J*Y*i'- -2 

2, 4-^7/kturxyy ( O . 3 9m 1 ) . 4-7 
npKyX7^ft Y ( 5 4 4m g ) £?fji?L/t777 
~)V{ 8m 1 ) tcBER-e^S/^A ( 9 2 9 mg ) fc^ 

3fc#T#SMbfc >7S-7- h'J7A(441mg) £Jni_. 

TftttJ L , h U ^ ATSlSi Lte . MEET*** 

£S*LT#W^$£s M^y/r-fe h y ( 1 0 
0 / 1 ) tiStJ >- U 77 ^'/V? nv h /5 7 4-MJ: 

9ftI[U N— (4-^RP / syy : ;H -N- (2, 
4-y"7KR7x^) TSy*5 0 0mg % JRJp5 
l%T1#fc. 4 - [ (6, 7-*J*\**is-4-*SV 
/[/) ^dfi/] -2-7/^OT-yy (8 Omg) £b 
;Uxy (5ml), NUx^/PTSy (0. 8ml) t 
HmmLt&t. y?PR^^y(0. 8m 1 ) fcSfJB 

Ltz h y *x^y ( 8 3 m g ) fcJniT 5#ISHm£aBK 
Lfc. Jfcteitll&fufcN- (4-?onKy^) - 

N— (2, 4-y7/WP7x-/H 7$y (76m 

T^rby (4/1 ) XWmirhnmi'Vti¥)V-?xi~?Y 
7^7 7 -f-tCtOHSRU ^0^-f^^5 8mg, JR 
$3 9%T#^. 

[0060] 1 H-NMR (CDC 1 3 , 400MH 
z) : <3-4. 04 (s, 3H) , 4. 05 (s, 3 
H), 4. 86 (brs, 2H) , 6. 33 (d, J = 
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3. 4 Hz, 1H), 6. 47 (d , J = 5. 1H 
z, 1H) , 6. 86-7. 04 (m, 4H) , 7. 
07-7. 14 (m, 1H) , 7. 19-7. 30 
(m, 4H) , 7. 47 ( s , 1H) , 7. 49 ( 
s , 1H) , 8. 25 (d, J = 8. 8Hz, 1 
H) , 8. 49 (d, J = 5. 1Hz, 1H) 
ffJBMfflt (FP-MS, m/z) : 5 93 (M+ ) 
[Q06 11 HISM1 1 N ' - (2, 4- ; J7>VJrti 
7X-/1-) — N— {4- [ (6, 7-*S*\>*r*/-4- 

ttZVJkl ttkl -2-7;i/tD7i-;i^} -N-.X 

N-{4-[(6, A-*JV)V) t 

«fS/] -2-7WD7x-;H -N-^f-;l^TSy 
( 6 4 m g ) fc WPxy (6ml) tjD*?f« LfcflL 
2, 4-y'7;Wo7i-Myy7t-f (0.1m 

i ) ziutx8oftmi\imMUz, R®mz^*-?y 

/T±hy/i??uvXfy (4/3/1 ) "CSmth 
is y # nv h 7 * - 1 i 0 ftK t . St®?>ffc 

[0 0 6 2] i H-NMR (CDC 1 3 , 4 0 0MH 
z) : 5-3. 35 (s, 3H) ,4. 04 (s, 3 
H) , 4. 07 (s, 3H) , 6. 32 (d, J = 2. 
9Hz, 1H) . 6. 66 (d, J = 5. 4Hz, 1 
H) , 6. 75-6. 89 (m, 2H) , 7. 06- 

7. 13 (m, 2H), 7. 44 (s, 1H), 7. 4 
8 ( s , 1H) , 7. 44-7. 50 (m, 1H) , 

8. 05-8. 13 (m, 1 H) . 8. 60 (d, J = 
5. 1Hz, 1H) 

flfftfrfjffl (FD-MS, m/z) : 483 (M+ ) 
[0063] HiSffll 1 2 N ' - (2, 4-s/7/ktP 
7a-/P) — N— {4- [ (6, l-it^Y^is-A- 
£jfvj -2-7/^P7x-;M -N-X 

N-{4-[(6, l-V* h*is-4-*JV>U) t 
^f/] -2-7Wa7x-/l/( -N-Xf-/PT$y 
( 8 0 m g ) £ h/l/Xy (7ml) liZMmtR LfcSL 
2, 4-y7/l/tD7x-iMyy7t-f (0.1m 

i ) *isatxiffimMi8ffii>iz. Rmm^^y/ 

7±h>/i??uuX?y (4/3/1 ) "CWmthis 

ft* 3 6 m g x JR*3 2 %Tf§£: . 
[0 0 64] 1 H-NMR (CDC 1 3 , 400MH 
z) : J 1. 22 (t, J = 7. 1Hz, 3H), 3. 
80 (q, J = 7. 1Hz, 2H). 4. 03 (s. 3 
H), 4. 07 (s, 3H), 6. 24 (d, J = 2. 
9Hz, 1H), 6. 65 (d, J = 5. 1Hz, 1 
H) , 6. 73-6. 87 (m, 2H) , 7. 07- 

7. 1 3 (m, 2H) , 7. 43 (s, 1H) , 7. 4 
5 (s, 1H) , 7. 42-7. 46 (m, 1H) , 

8. 05-8. 13 (m, 1H) , 8. 59 (d, J = 



5. 1Hz, 1H) 

JtAfrflfffi (FD-MS, m/z) : 497 (M+ ) 
[0 0 6 5] H?fiWl3 N- {4- [ (6, 7 -if* 
h^^-4-^r/U;P) :fr3r>0 -2-7/^P7x- 
)V} — N' - (4-7Mn7x-^) — N , N' 

N— {4- [ (6, 7- s J*h*is-4-*yVJV) :* 
^fx] -2-7/Wn7x-;H — N' - ( 4-7/1'* 
n7x^)<)l/7(289mg) ^N, N-^Xf-ZW 
*/kAT$ F (2ml ) tigJRU 0°Ct LfctttokS 
-fW-bU^A (60wt%, 23mg) ^Jn^T^ST* 
HSfiHW Ut. Rta^-JtXf-ZP ( 0 . 0 3 8ml) 

£flq;is ?nn*/i/ATrt£iiU ?nu*;WJI£*£;>|< 

tutas*. ^nn*W^^/-^ ( 5 0/1 ) X 

U Hffi?Hb£ft£ lOlmg, JR*7 3%"C#fc. 
[0066] 1 H-NMR (CDC 1 3 , 400MH 
z) : 53. 20 (s, 3H) , 3. 24 (s, 3 
H) , 4. 04 (s, 3H) , 4. 06 ( s , 3H) , 

6. 32 (d, J = 5. 1Hz, 1H), 6. 65- 
6. 76 (m, 2H) , 6. 87-6. 98 (m, 5 
H) , 7. 44 (s, 1H) , 7. 44 (s, 1H) , 
8. 56 (d, J = 5. 4Hz, 1H) 
IfAfrtNI (FD-MS, m/z) :479 (M+ ) 

[0067] mWMl 4 N- ( 2, 4-y7;^P7 
x.-)V) — N' - {4- [ (6, 7-^hdr^-4- 
*SV)V) jj£k] -2-7/l/tP7x-;k} — N, 
N' -^Zf-/1^>VT 

N- (2, 4-y'7;WP7x-;H — N' - {4- 
[ (6, 7-^/b^f>—4-^fyU;l') ^^fv-] -2 
-7/^P7x-/H *7VT ( 1 9 3mg) £N, N- 
y7f M/^7$ F (2ml) fcjfflSU O'CfcLfc 
&£#SWM- b'J'7A(60wt%, 31mg) ^jDi. 
X m&X* 1 B#Pb« L fc . ifcfc 3 ^fllX f/KO. 04 
8m 1 ) ^JniT. ^C^ffiT'l OiHglSifPtfc. J* 

/ 1 ) S' U # n? 7 * -fc 

iDffMU «7)^ft£ 7 5 m g s JR^78%t# 

[0068] i H-NMR (CDC 1 3 , 4 00MH 
z) : S3. 18 (s, 3H) , 3. 20 ( s, 3 
H), 4. 06 (s, 3H), 4. 0 8 (s, 3H), 
6. 40 (d, J- 5. 6Hz, 1H), 6. 63- 
6. 81 (m, 4H) , 6. 96-7. 05 (m, 2 
H) , 7. 45 (s, 1H) , 7. 54 (s, 1H) , 
8. 56 ( d, J = 5. 4Hz, 1H) 



(13) 



SfffiT 11-158149 



WkfrWS. (FD-MS, m/z) :4 97(M+) 
[Q0 6 9] Satgjl5 N- {4- C (6, 7-^ 

-2-7MQ7X- 
;W> — N, N' -yXf-/U-N' - (4-7MP7x 
x/M 

N-{4-[(6, 7-^b^r>—4-= 3 fyU;W) 4" 

^v-] -2-7;Wn7i-;K — N' - (4-7/kt 

n7x-/W) 71/ 7 (37mg) £N, N-^f-;l/^ 
/WATS F(lml) fcSFJBU O'Cfc LfcatrtSMfc 
th'JW(6 0wt%, 1 3mg) ^jDX.TM^T-1 

eiasifPLfe. &£37-ffcx^ ( 2 o ju l ) £Jn;i 

7nn*/kZv/*:?7-/l'- ( 5 0/1 ) TMB 
-f 5 3Wi $" U # n^? h /5 7 a - 1 i D HNS L , 

fcH?)ftl=rl)£ 36mg,lR*88 %"C#£ . 
[0 0 7 0] i H-NMR (CDC 1 3 , 400MH 
z) : SI. 13-1. 19 (m, 6H), 3. 5 8- 
3. 69 (m, 4H), 4. 05 (s, 3H), 4. 0 

6 ( s , 3H) , 6. 35 (d, J = 5. 4Hz, 1 

H) , 6. 65-6. 73 (m, 2H) , 6. 80- 
6. 9 0 (m, 5H) , 7. 44 (s, 1H), 7. 4 
5 (s, 1H) , 8. 57 (d, J = 5. 1Hz, 1 
H) 

lI*«fl(FD-MS, m/z) :5 07(M + ) 
[007 1] mm 1 6 N- (2. 4-y7;^P7 
X -;M -NT - {4- [ (6, 7-^h#^-4- 
jt/yjk) -2-7/^P7x-;^} - N, 

N' -^xf-^frUT 

N— (2, 4-y'7;WD7x-^) — N' - {4- 
[(6, 7- s J*Y4ti/-4-*tSVfr)1&Sf1-2 
-7/WD7x-/H ( 1 OOmg) £N, N- 

^f-A^/WATS K (2ml) fc*SU 0°Cfc Lfc 
mzrm-iki- h y »7A ( 6 0 wt %, 1 5 m g ) SrJni. 
T3»Tlli*ISW#U:. &fc3i>fcxf7W (51// 

I ) ^jdxt, zt^zM&x-i 5tmmLtz. Km 

£iI**CiSfev\ **«i^y?AT*e*W:. MEET 
y (5/1 ) *CSHW4^y*y^n'7b^57-f- 

[0 0 7 2] 1 H-NMR (CDC 1 3 , 400 MH 
z) : SI. 12-1. 19 (m, 6H) , 3.56 
-3. 64 (m, 4H) , 4. 05 (s, 3H) , 4. 

07 ( s, 3H) , 6. 41 ( d, J = 5. 4Hz, 1 
H) , 6. 64-6. 77 (m, 4H) , 6. 88- 
6. 94 (m, 2H), 7. 45 (s, 1H), 7. 4 
9 ( s , 1H) , 8. 57 ( d, J = 5. 4Hz, 1 



H) 

flMfi(FD-MS, m/z) : 52 5 (M+ ) 

[0 0 73] mmmi i n- o, 4-^7/^07 

x-/W) — N' - {4- [ (6, l-i?*\>*i/-4- 
jfVyjk) £jrk] -2-7MP7x-;H - N, 
N' -$?3.1*)V*7VT 

N— (3, 4-y7Mn7x-;k) — N' - {4- 
[ (6, 7-^/b^fv— 4-^fyy/l/) -2 
-7MB7x-/W «7W ( 1 1 Omg) £N, N- 
^f-/^/l/AT5 F (2ml ) tdfflBU 0°CfcL£ 
at*3Bft:^ b 'J *7 A (60wt%, 25mg) fcjni. 

TMilTCl 04HBBW¥tfc. iJcfca^xf-/!/ (6 0// 

(i/D Tmmt^wm^v a h /5 7 * 

-fciDltSU WD^^fe* 6 0 m g . JR*4 9% 
•Cftfc. 

[0 0 74] 1 H-NMR (CDC 1 3 , 400 MH 
z) :dl. 10-1. 18 (m, 6H), 3. 57- 
3. 65 (m, 4H), 4. 02 (s, 3H), 4. 0 
5 (s, 3H) , 6. 34 (d, J = 5. 4Hz, 1 
H) , 6. 58-6. 74 (m, 4H) , 6. 83- 
6. 89 (m, 1H) , 6. 91-7. 00 (m, 1 
H) , 7. 42. (s, 1H) , 7. 50 (s, 1H) , 
8. 55 (d, J = 5. 1Hz, 1H) 
*TJI4Wfffi (FD-MS, m/z) : 52 5 (M+ ) 

[007 5] ggjfcffll 8 N- (2, 4-^7MP7 
x-;10 — N' — { 4 — [ (6, 7-^/h^^-4 
-*JVlV) ttis] -2-Xj~)V7x.—)V) -N-^ 

4- [(6, 7-^h^-4-VJMW] 
-2-^^T-yy (2 OOmg) £ Wl/xy ( 1 0 
m 1 K h yx-WSV (2ml) idngftStSLfc 
f£ s y7Dn^^y (0. 5ml ) fc}fjS?Lftby*7 
y> (21 lmg) ^Jdx.T 5#fM8MU:. 

N- (2, 4-y'7;^n7x-/H -N-*f-/KT$ 
y(277mg) S-jQiT, S fefclBWSt&PSHmSitL 

fc. RJiE^fclSfP^K^by^^Km^^J^. » 
Itx^/Km U PHx^/Wf ^KKI^ h 'J 7 A 

nn^A/r-feb^ (2/1 ) -CHUM'S 5^y^y;w 

7 n~? V 7 7 -tc i 0 US L . mmeXt^m 2 4 
7m g s JR*8 2%*C#fe. 
[0 0 7 6] i H-NMR (CDC1 3> 400 MH 
z) : £2. 02 (s, 3H) , 3. 32 ( s, 3 
H) , 4. 05 (s, 3H) , 4. 07 (s, 3H) , 
5. 96 (s, 1H), 6. 49 (d, J = 5. 6H 
z, 1H) , 6. 94-6. 96 (m, 1H) , 7. 0 
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1-7. 09 (m, 3H) , 7. 42-7. 49 (m, 
1H) , 7. 55 (s, 1H) , 7. 58 (s, 1 
H) , 7. 86 (d, J = 8. 8Hz, 1H) , 8. 4 
5 (d, J = 5. 6Hz, 1H) 
**#flfte (FD-MS, m/z) :4 79 (M+ ) 
[0077] HlfefflJ 1 9 N- (3, 4-y'7/^P7 
x -;k) — N' - {4- [ (6. 7-^h^-4- 

4- [(6, 7- t J*h*r>'-4-2ryV)l>) 
-2-;<f-/V7x>jy (80mg) Srh/ixy (4m 

1 K T» y ( 0 . 8ml) tdJtMSLfc 

f£ s y^nn^^y (0. 5ml ) fci£jj? W: bU 
^> (84mg) ^^T5^Jn^lUc. 

N- (3, 4-y7Wn7x-;l/) -N-^f-yVT* 
5> (40mg) ^jDi.T, S £ 1 BtPIMSI}! L 

?nn*/UA/7-fehy (3/1) TH^S^U 

# n^? h 7 < -tc * *) mm l . tmw&to 

£78mg.JR*63 %Tl#fc„ 

[0 0 78] 1 H-NMR ( CDC1 3 , 400 MH 
z) : $ 2.01 (s, 3H) , 3.36 (s, 3H) , 
4. 05 (s, 3H) , 4. 07 (s, 3H) , 6. 0 
5 (s.lH) , 6. 48 (d, 3 = 5. 4Hz, 1 
H) , 6. 95 (d,J = 2. 7Hz, 1H) , 7. 03 

(dd, J = 2. 7, 8. 5Hz,lH), 7. 10- 
7.40 (m, 3H) , 7 . 5 5 ( s , 1 H) , 7 . 5 
6(s, 1H), 7. 89 (d, J = 8. 8Hz, 1 
H) , 8. 45 (d, J = 5. 6Hz, 1H) 
Wfcfrffll (FD-MS, m/z) :479 (M+ ) 

[0 0 79] 331012 0 N- (4-7/^P7x- 
;b) -N' - (4- [ (6. 7-v/f-^>-4-^7 

kZ 

4- [ (6, 7-y**h*y- 4-* SUM ttSs] 

( 9 3mg) £ WWxy ( 1 0m 

1 ) s h Uxf-^TS y (1ml) fcil«fi¥Lfc1£. 
i^»c7) y^no^^ y fcigjB Lfc b U * X ^> ( 9 8 m 

g) *inix5ftmtimmwLiti. mz^ n-x^- 

N— (4-7Mn7x^/k) 7$y ( 5 0mg) £Jn 

nn^/l/Ajf^^K^Sv^^y^AT-lg^L^. WE. 

h> ( 5/D Tmmi'&>'V%y)v?tivh?77 j 

-tci DftMU ii^M9 9mg, IR$6 9% 
[0 0 80] 1 H-NMR (CDC 1 3 , 400MH 



z) 07(t, J = 7. 1Hz, 3H),2. 

07 (s, 3H), 3. 68 (q, J = 7. 1Hz, 2 
H) , 3. 92 (s, 3H) , 3. 94 (s, 3H) , 

6. 42 (d, J = 5, 4Hz, 1H) , 7. 00- 

7. 07 (m, 2H), 7. 21 (s, 1H), 7. 2 
7-7. 46 (m, 5H), 7. 48 ( s, 1H), 

8. 47 ( d, J = 5. 1Hz, 1H) 
tt*#BfH (FD-MS, m/z ) :47 5(M+) 

[0081] HMM2 1 N- ( 2, 4-y'7MP7 
-N' - <4- [ (6, 7-y^h^y-4- 

±/VJkl ttkl -2-^f;^7x-/i/} -N-xf- 
;t/?y7 

4- [(6, 7- s J^h^-4-^yV)V) 3i"#5/] 
-2-^f-/V7x>jy ( 1 0 Omg) I h/kxy (8m 

i ) % h uxf-/u7s y ( i m i ) teimmfitzm. 

y'^nn^^y (1ml) tJftWLfcbU^^y ( 1 
0 5 m g ) ZmiX5imft&&ffiLiZ. mzN- 
(2, 4-^7/k*n7xX/i/) -n -xf-;l^7Sy 

( 6 0 m g ) £Hi.T . £ £>fc 1 3l$PM&jIML£. 

-^yettffiU PKxf-zuji^iiTK^v^^y^AT 

ntf^A/7-feby ( 5/1 ) -CSBM-SftJi^U^^ 

Omg, K^4 4%T1#£, 
[0 082] i H-NMR (CDC 1 3 , 4 OOMH 
z) 12 (t, J = 7. 1Hz, 3H), 1. 

92 (s, 3H), 3. 71 (q, J = 7. 1Hz, 2 
H) , 3. 97 (s, 3H) , 3. 98 (s, 3H) , 

5. 79 (s, 1H), 6. 38 (d, J = 5. 4H 
z, 1H), 6. 86 (d, J = 2. 7Hz, 1H), 

6. 92-7. 03 (m, 3H) , 7. 30-7. 38 
(m, 1H) , 7. 40 (s, 1H) , 7. 47 (s, 
1H) , 7. 78 (d, J = 8. 8Hz, 1H), 8. 
38 (d, J = 5. 4Hz, 1H) 

(FD-MS, m/z) : 493 (M+ ) 
[0 083] mmM2 2 N' - (2, 4-^7/^P 
7x-7P) — N— {4- [ (6, 7-y/h^y- 4- 

N- {4 - [ (6, 7-^/b^v—4-^7U;l/) :t 
^y] -2-^^-/k7xX;l/> -N-^^;P7$y (8 
Omg) SrWbxy (8ml ) (CjlfilS»»Lfc8L 2, 
4-y7;^n7x^MVy7t-f (4 0/zl)£ 

y/y/no^^y (4/3/1 ) "C&m?l$/V$y 

jvtv^hv^y i~iz£V)mmu &mnte&fo*i 

0 7mg. JR*9 0%"C*§Jt. 
[0084] 1 H-NMR (CDC1 3 , 400 MH 
z) : 5-2. 35 (s, 3H) , 3. 32 (s, 3 
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H), 4. 06 (s, 3H), 4. 08 (s, 3H), 
6. 17 (s, 1H), 6. 58 (d, 3 = 5. 4H 
z, 1H) , 6. 74-6. 89 (m, 2H) , 7. 1 
4-7. 23 (m, 2H) , 7. 40 (d, J = 8. 3 
Hz, 1H) , 7. 53 (s, 1H) , 7. 55 (s, 
1H) , 8. 06-8. 14 (m, 1H), 8. 56 
(d, J = 5. 4Hz, 1H) 
*ft»-*ffil (FD-MS, m/z) :479 (M+) 
[0085] gSiff!l2 3 N— ( 2 , 4 -y7/^D7 
— N' - <4- [ (6, 7-^b^r^-4- 

3vy/t^) £jrk] -2-^f-;P7x-;^} -n, n' 

N- (2, 4-y'7Mn7z-;l/) -N' - {4- 
[(6, 7-^>df>'-4-^7U;>) t^ci/l -2 
-^7i^H^7(5 2mg) JN, N-i^X 
-f/l^/UATS F (1ml) fcfcjBU O'Ci: Lfcf£fc 
^Rft-thU^A (60wt%, 1 8mg) ^Jni.TM 
-StmrilffL^c ifcfca^-ffcxf-A' (2 7ju l ) £ 
MIX. ?f>ClfiT10MI#Lfc. RJKSte** 

h vv^xmrnitz. msrmm^nxnwzm 

^nn*/W/^^/^ ( 5 0/1 ) Tmmt 

Btf>fc#fo£ 4 6 m g , JR$ 7 9 . 

[0 0 86] 1 H-NMR (CDC 1 3 , 40 0 MH 
z) : 81. 05-1. 25 (m, 6H), 2. 10 

(s, 3H), 3. 40-3. 80 (m, 4H), 4. 
05(s, 3H),4. 06(s,3H),6. 38 

(d, J = 5. 4Hz, 1H) , 6. 60-6. 92 

(m, 6H) , 7. 45 (s, 1H) , 7. 50 (s, 
1H) , 8. 54 (d, J=5. 1Hz, 1H) 
Mfcfrffll (FD-MS, m/z) :52 1(M + ) 

[0 0 87] Ht&fflj2 4 N- ( 2, 4~y'7Mn7 
x-/W) — N' - (4- [ ( 6, 7-^/b^r>—4- 
*SV)V) ttkl -2-X h^y7x-;^l ?7_kT 

4- [(6, 7-v f ^h= 3 f^-4-dfy>;;u) 

-2-^f^fy7-'Jy (4 Omg) £ WPxy ( 5m 

l ) »*Lfct, 2, 4-^7;V^-n7j:-;M 
V i/Ti~— h (3 0m I) ZMtX 1 . 5l$|jaM£l% 

us. miTimit^ixn^tu-zmz, : j^jv 

x-t;WT«L , fSHtfrtfr^ftS' 2 7 m g % JR#4 7 
%X%tz. 

[0 0 88] i H-NMR (CDC 1 3 , 400MH 
z) :83. 88 (s, 3H) , 4. 07 (s, 3 
H), 4. 08 (s, 3H), 6. 56 (d, 3 = 5. 
6Hz, 1H), 6. 75(d, 3 = 2. 7Hz, 1 
H), 6. 79-6. 95 (m, 4H), 7. 22- 
7.29 (m, 1H) , 7. 58 (s, 1H) ,7.5 
5(brs, 1H), 8. 00-8. 0 8 (m, 1 
H) , 8. 22 (d, J = 8. 8Hz, 1H) , 8. 4 



8 (d, 3 = 5. 9Hz, 1H) 
«*#*Nt (FD-MS, m/z) :481 (M+ ) 
[0 089] mmM2 5 N' - <4- [ (6, 1 -i? 

-;H — N— (4-7;^n7x-/l-) -N-tj-iW 

4- [(6, 7- t J*h*>'-4- : *yV)l) 
-2-^h^T—Vy (8 Omg) fcWlcty (5m 

1 ) . hUxf-zPTSy (0. 8ml ) kwmmLiz 
®. y?on^^y (o. 8m 1 ) ^?MfL?thU^x 
( 8 3 m g ) *JDZ.T 54MSIWaBSLfc. 

- (4-7Wn7i-;H — N -^f-^TSy (3 

8mg) ZiUlX. Z b£5W&W&ffiLiZ. KfcW 

A/7-trby (8/1 ) T-Uffl-r-SSJiS/U^^/^n 
Vb/77^-^j;0ftML. aH<7>ffc£!|*l£7 0m 
g, JR^5 9%XWz. 

[009 0] i H-NMR (CDC 1 s , 400 MH 
z) : 83. 35 (s, 3H) , 3. 65 (s, 3 
H) , 4. 05 (s, 3H) , 4. 06 (s, 3H) , 

6. 46 (d, 3 = 5. 6Hz, 1H) , 6. 62 
(d, 3 = 2. 4Hz, 1H) , 6. 79 (dd , J 

= 2. 7, 9. OHz, 1H) , 6. 89 ( s, 1 
H), 7. 17-7. 22 (m, 2H), 7. 3 5- 

7. 3 8 (m, 2H), 7. 49 (s, 1H), 7. 5 
5 (s, 1H), 8. 28 (d, J = 8. 8Hz, 1 
H) , 8. 46 (d, 3 = 5. 4Hz, 1H) 
fiMKFD-MS, m/z) :47 7(M+) 

[009 1 ]gaM2_6 N- ( 2, 4-^'7/l4P7 
x-;H -N' -{4- [ (6, 7-^b^r^-4- 
%VVM £%±] -2-^Ry7x-;H-N-^ 

4- [(6, 7-i// b^fx-4-^f/U;l/) 
-2-* b^fyT-y/ (75mg) £WPxy ( 1 0 
ml), h U xf-^7 5 y ( 0 . 5ml) 
fc&s y^ao^^y(0. 5ml) Lfc b U * 

xyy ( 6 5mg ) £Jni.T SjHflttXSXSELfc. <X 

fc, N- (2, 4-y7Ma7x-il/) -N-^f-/l/ 
7§y (6 9mg) ?:jDX.Ts $ 1 If Pb1M1?IL 
fc. Rl5KfcffiftKib*^hy^A*j^&jD^. S 

nn*;^/7t b y ( 2/ 1 ) "CWmtl *s V it 7fo 
^nvh^^-fHCfcOIMJU ll*I?tfki§r?lj£ 8 3 

[0 092] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 83. 36 (s, 3H), 3. 7 0 ( s . 3 
H) , 4. 05 (s, 3H) , 4. 07 (s, 3H) , 
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6. 49 (d, J = 5. 6Hz, 1H) , 6. 64 
(d, J = 2. 4Hz, 1H), 6. 80 (dd, J = 
2. 4, 8. 8Hz, 1H) , 6. 94 (s, 1H) , 

7. 10-7. 18 (m, 1H) , 7. 20-7. 34 
(m, 2H) , 7. 56 (s, 1H) , 7. 56 (s, 
1H) , 8. 26 (d, J = 8. 8Hz, 1H) , 8. 
46 (d, J-5. 6Hz, 1H) 

fl*$ff (FD-MS, m/z) :495(M+) 
[0 0 93] HMM2 7 N- (3, 4-S*7/kfrP7 
-N' ~ <4- f (6, 7szMAl±k—^Z 

4-[(6, 7-^h^v-4-^r/U;l') #3^3 

(80mg) £ WPxy (5m 

i ) , hux^rs^ ( o . 8mi) izmmmLiz 

^nn^^y (0. 8ml ) (c»WLfcM;jKx 

8 3 m g ) £Jn;tT 5.4HaM01ieU£. &£N 

- (3, 4-y'7MD7x-^) -N-^-f-;l/TS>- 
(43mg) fcJnjfC. § & 7 B«SHll]Jfi3EK Lfc . R 

J£$£t&Mg7j<St^ h U *7 i^^Jnt. S«x^ 

*s)VJ*/T*:Y> (8/1) x°mmtinMi/v%?;v 
7 n? h ^5 7 4 -fc i 9 ItS L s Slflo-ffr£*£ 8 o 

mg s JR$6 5%T#£. 

[0 0 94] 1 H-NMR (CDC 1 3 , 400MH 
z) : 63. 36 (s, 3H) , 3. 70 (s, 3 
H) , 4. 06 ( s, 3H) , 4. 07 (s, 3H) , 
6. 49 (d, J = 5. 6Hz, 1H) , 6. 64 

(d, J = 2. 4Hz, 1H) , 6. 80 (dd , J 
= 2. 4, 8. 8Hz, 1H), 6. 94 (s, 1 
H) , 7. 14-7. 18 (m, 1H) , 7. 22- 
7.29 (m, 2H) , 7. 56 (s, 2H) , 8. 2 
6 (d, J = 8. 8Hz, 1H), 8. 46 (d, J = 
5. 6Hz, 1H) 

VMStVfe ( FD— MS, m/z ) : 4 9 5 (M+ ) 
[0 0 9 5] H»J2 8 N' - (4- [ (6, 7- : J 
^h^fy-4-^yy^) tti') -2-^Ky7x 
x;H -N-xf-;l— N- (4-7/^P7x-;l^) $ 

kZ 

4- [ (6, 7- : JXY*>'-4-*tyV)V) tf^] 
-2-^Ky7-'Jy (80mg) £ WKcy ( 1 0 
ml), b VXfrfrTSy (2ml) tMI»L^ 
y7no^^y (0. 5ml ) izmULtzhV^X 

fy(80mg) Ztoix 5#iSMft»s tfc. 

^nn^^y (0. 5ml ) l3S9f LfcN-xf-zl'-N 

- (4-7;Wo7x^H T5y ( 5 lmg) Srjni. 

S&tel8i*llllMBiaU:. 50KKfctfffiI&®* 
S^-bU^A/^SSrjDx, Iffgx^-eatt} u s®? 



*;t/A/r-feby (2/1 ) xmmthmm^vA'ifju 

mg, lR^6 3%T1#ft, 

[0096] 1 H-NMR (CDC 1 3 , 400MH 
z) : # 1 . 1 9 ( t , J = 7. 1Hz, 3H), 3. 
63 (s, 3H), 3. 81 (q, J = 7. 1Hz, 2 
H) , 4. 04 (s, 3H) , 4. 0 5 ( s , 3H) , 
6. 44 (d, J = 5. 4Hz, 1H), 6. 60 
(d, J=2. 7Hz, 1H) , 6. 74 ( s, 1 
H ) , 6. 79 (dd, J = 2. 7, 8. 8Hz, 1 
H) , 7. 18-7. 24 (m, 2H) , 7. 31- 
7.36 (m, 2H) , 7. 47 (s, 1H) , 7. 5 
5 (s, 1H), 8. 28 (d, J = 8. 8Hz, 1 
H) , 8. 45 (d, J = 5. 4Hz, 1H) 
W*#BHI (FD-MS, m/z) :49 1 (M+ ) 
[0 0 97] mm\29 N- ( 3, 4-y'7MP7 
x~/W) — N' - (4 - [ (6, l-'J^Y^jy-A- 
ttZVJkl £jfck] -2-^Ky7x-/M -N-x 

4- [(6, 7-y^Ky-4-^/!);H^y] 
-2-* f^yT-'Jy (80mg) £h/tx>- ( 1 0 
ml), b ijXf-^TS f (2ml) fcJlgfe^jBLfe 
ft. y^on^^y (0. 5ml ) K§fl?t^bU*X 

^XSOmg) SJq;LT54HSffl&a«W:. 8CKS> 
?nn^^y (0. 5ml ) tdgjBUfcN- (3,4- 

y'7WD7x^) -N-Xf;V7$y ( 58mg) 

£ s ?on*M/7tby (2/1 ) T-sis-ri)^! 

5 0 mg, 1R$4 0%T1#£ o 
[0098] 1 H-NMR (CDC 1 3 , 400MH 
z) :S2. 00(t, J = 7. 1Hz, 3H), 3. 
67 (s, 3H), 3. 80 (q, J = 7. 1Hz, 2 
H) , 4. 05 (s, 3H) , 4. 06 (s, 3H) , 

6. 45 (d, J = 5. 4Hz, 1H) , 6. 63 
(d, J = 2. 4Hz, 1H) , 6. 77 ( s, 1 

H) , 6. 79 (dd, J = 2. 4, 8. 8Hz, 1 
H), 7. 10-7. 15 (m, 1H), 7. 19- 

7. 23 (m, 1H) , 7. 27-7. 35 (m, 1 
H) , 7. 47 (s, 1H) , 7. 55 (s, 1H) , 

8. 24 (d, J = 8. 8Hz, 1H) , 8. 46 
(d, J = 5. 4Hz, 1H) 

ftMftVtfg. (FD-MS, m/z) :50 9 (M+ ) 
[0099] HMM3 0 N' - (2, 4-^'7/^n 
7x-/M -N- (4- [ (6, 7-iSXh* s s-4- 

^■/U/M 7x-/M -N-xf-;H7UT 
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N-{4-[(6, 7-y'y * 
=*fy] 7i-;H -N-Xf-/tyr$y ( 3 5mg) £b 
/I/Xy (5ml ) (Ztfmmttl^ 2, 4-y*7/k* 
n7i-My^7t-f (30jul) SrJni.T2^ra 

-feby (8/1) T'JSIfi-ri.SJiyy^^/^n'Th^ 

6 9%T#7>. 

[0 10 0] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : * 1. 23 (t, J =7. 1Hz, 3H), 3. 8 
4 (q, J =7. 1Hz, 2H) , 4. 06 (s, 3H) , 
4. 07 (s, 3H) , 6. 24 (d, J = 2. 9H 
z, 1H), 6. 57 (d, 3 = 5. 1Hz, 1H), 
6. 73-6. 89 (m, 2H) , 7. 33 (d, J = 
8. 8Hz, 2H) , 7. 43 (d, J = 8. 8Hz, 
2H) , 7. 49 (s, 1H) , 7. 53 (s, 1 
H) , 8. 08-8. 16 (m, 1H) , 8. 45 
(d, J = 2. 8Hz, 1H) 
MMftffiB (FD-MS, m/z) :4 79 (M+ ) 
[OlOllUfil 6, 7-^h^rv— 4-*S 

2' -rsy-4' , 5' -yy b^yr-feb7xyy 

(3 0 0mg) Cfb5bKo75y (6ml ) SrJni. 
JgSPU ^b'J^y^-b (250mg) ^Jni.6 
04HSfflfi¥Lfc. »;i^lxf^ ( 0 . 5m 1 ) £itl 
1 5 0#ISH*ffLfc. RJKSfc* (3ml) £JH;t 

3 04HSISB¥Lfc«, 1 0%i£li£fln;t 

77i--V-hXifcm!!$:V s ML, 7k (3m 1 

x2) ximLtzm. yy^^;^5A^nvh^77 

4 -T«MLTllIl^fr£ft£ 310mg,lR*98% 

[0 10 2] 1 H-NMR (DMSO-d 6 , 400M 
Hz) : 5-3. 82 (s, 3H) , 3. 86 (s, 3 
H) , 5. 94(d, J = 7. 3Hz, 1H), 6. 9 
6 (s, 1H) , 7. 44 (s, 1H) , 7. 76 

(d, J = 7. 3Hz, 1H) , 11. 52 (s, 1 
H) 

B&ftffiig. (FD-MS, m/z) : 2 0 5 (M+ ) 
[0 1 03] HM2 4-^PP-6, 

6, 7-yy h^y-4-dfyny (4 o. og)£b 

;bxy (4 0 0ml ) Owi-s y'— yy ^— ^ b5y7* 

*#ftTi«iaaiffl!ffl8Ku^. s»4-caafru. y-y 

X*-?b7>y7WU **>4&&Vy (2 5m 1 ) 
2. 5B*iaiWB«aLfc. *»"C»fflU 10 

%*K#£jn*.. atfpbJt. #$n-b*e#ieu *i 

ife?§*#Ji££*rtbfc. *lfc?fek ( l 0 0m l ) fc* 

( i o o g ) mm s io %#iwfct- b u ? a#»»e£ 

Jni.T. #$*ph=i o. ofcPSELfc. ^no^y-t? 



ynfcftU ffi£Bt&B* (300ml, 200ml) t 

-fc^ft* 3 3. 0 7 g , JR*8 3 %~cmfz. 
i H-NMR (CDC 1 3 , 50 0MHz) :*4. 0 
5 (s, 3H) , 4. 07 (s, 3H) ,7.36 
(d, J = 4. 9Hz, 1H) , 7. 4 1 ( s, 1 
H), 7. 43 (s, 1H), 8. 59 (d, J = 4. 
9Hz, 1H) 

[0 104] 8Bfgl3 4- (3-7/^P-4--h 

P7a7^y)-6, 7-yyh^y^yuy 
4-^oo-6, 7-yy hdfy^yyy ( 1 o. 23 

g), 3-7/l/^P-4--fP7x7-;Kl4. 3 
7g) |f7^DC<y^> (100ml) {CjgfflU 

4. 19g, JR*9 0%Tft/£. 
[0105] 1 H-NMR (CDCI3, 400 MH 
z) : 64. 0 5 ( s , 3H) , 4. 1 3 ( s, 3 
H) , 6. 82 (d, J = 5. 9Hz, 1H), 7. 1 
1-7. 1 8 (m, 2H) , 7. 42 (s, 1H) , 
7. 87 (s, 1H), 8. 27 (t, J = 8. 5H 
z, 1H), 8. 65 (d, J=5. 9Hz, 1H) 

[0106] mm.M4 4- [ ( 6, 7-yy b^y- 
4-*sv)V) £±y] -2-7;^pT-uy 

4- (3-7/^P-4--hP7j;7^y) -6, 7 

-yy b#y*yyy (4. 5 7g)*,BtRiW 
n , n - yy f-/wvw,r $ b*/ b >j x*-/vr 5 y ( i 

0 0ml/l 0 0m 1/2 0ml ) fcjgtfU 
5y'7A ( 1 . 1 4 g ) fcjn*, #*#H&TSrci 

n*;l^T»£ti t , y nn^;kA if ^ * 7 j<^-y- b U ? 

4. 2 7g, g*Wfc#fc. 
[0 107] i H-NMR (CD C 1 3 , 400 MH 
z) : 5-4. 06 (s, 3H) , 4. 07 (s, 3 
H) , 6. 50 (d, J = 5. 6Hz, 1H) , 6. 8 
0-6. 96 (m, 3H) , 7. 53 (s, 1H) , 
7. 55 (s, 1H), 8. 4 8 (d, J = 5. 4H 
z, 1H) 

[0108] mm\5 4- [ (6, 7-yy b^y- 
4-^y u/bj a±y] -2-y b^yrxuy 

4- (3-7MP-4--hP7i^y) -6, 7 

-yy b^y^yuy (3. 50g)£y?/-/M5 

0 Om 1 ) fcM«U $m* U^A ( 2 . 8 1 g ) 

as fc8ft«B&*^ b U ? A7K?f Jn* /no* 
/bATliffi t , ? nn*;WA)i & a&zMKBW- b U >7AT 
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0 0m 1/1 Om 1/1 Om 1 ) fc*j»U ^cBKfe^^ 

a ( o . 8 8 g ) * jn^ . 7mmmmTm&x* i r 
^mmx-m- u > b u a -ess* u: . » 

ET»SSEH&*U ^©Z>ffc£*£3. 1 Og. JR*9 
4%-Cf#fc. 

[0 10 9] i H-NMR ( CDC 1 3 , 400MH 
z) : S3. 85 (s, 3H) ,4. 06 (s, 3 
H) , 4. 07 (s, 3H) , 6. 49 (d, J = 5. 
4Hz, 1H), 6. 63-6. 67 (m, 2H), 
6. 7 5-6. 7 9 (m, 1H) , 7. 52 (s, 1 
H) , 7. 59 ( s, 1H) , 8. 46 (d, 3 = 5. 
6Hz, 1H) 

[0 1 10] mSM6 4 - [ (6, 7- s J*h*i'- 
4-?no-6, (5. 00 

g) „ 4-— hn-3-^f-;i/7xy-;u (6.85 
g) ^ty^nn<yt> (25ml) teSSSU -ft 
JnSMlilSEUi. jSjFF»ffl&£ff*U B££i«x^/P 
^>i§. 1981 Us. ifcfc. »ft£*Kflrfhy* 

flfcttfi ( 6 . 8 9 g ) £>-3fl ( 1 . 3 6 g ) £»»x 
tVI/j^^M'/VAT § H/MJx^/KTS y ( 2 5 
m 1 /2 5m l/5m 1 ) (388? U *Kfl^7 i'' 1 ? A 

( o . 3 4 g ) ztut s ♦ajPHJRTSsre i l 

[0 1 1 1 ] 1 H-NMR (CDC 1 3 , 400MH 
z) : 5-2. 21 (s, 3H) , 4. 05 (s, 6 
H) , 6. 45 (d, J = 5. 6Hz, 1H), 6. 7 
4 ( d, J = 8. 3Hz, 1H), 6. 87 (dd, J 
= 2. 7, 8. 3Hz, 1H), 6. 91 (d, J = 
2. 7Hz, 1H), 8. 45 (d, J = 5. 4Hz, 
1H) 

[01123HM7 N— < 4 — [ ( 6 , 7-i^/h 
jri/- 4-^yU;l/) sfrfr^] -2-7MP7x- 

UtRPH ( 0 . 18ml). glfc ( 0 . 10ml) £6 

o°c-e 1 2 osmnmLfc. a - c ( 6 , 7 - y* m? 
^-4-^yu/u) sNfi"] -2-7/M-nT-yy 

( 2 0 Omg) £JH;l, 6 0°CT— ftjf^Uc. RJS» 

5b Ku77>- (20ml) fcHSWU. *JfrT*SMKU 



f-^A7/>5-7A (48mg) £jq/ Sfit4 OiJ- 

£fit ^a^bU?AT«S*U;. *E"F»«£fl 

*LT#&*ifcJBS£s ^nn^A/7t>y(2/ 
1 ) "CSBH*f49W>' U 77 nv h /5 7 -/ -fc i 

OfitS U ^BtfXt£!&l£ 8 7 m g . JR*4 1 %tH 

[0 1 1 3] i H-NMR (CDC 1 3 , 400MH 
z) : <3-2. 93 (s, 3H) , 4. 06 (s, 6 

H ) , 6. 46 (d, J = 5. 4Hz, 1H) , 6. 6 
9-6. 76 (m, 1H) , 6. 85-6. 93 (m, 
2H) , 7. 46 (s, 1H) , 7. 56 (s, 1 
H) , 8. 47 (d, J = 5. 4Hz, 1H) 
ftM&VitiL (FD-MS, m/z) : 3 28 (M+ ) 

[0 1 1 4 ] S8SM8 N— { 4 — [ ( 6 , 7- ; JXh 
3cis-4-*SV}V) -2-7KP7x- 
;H -N-xf-;kT$y 

4- [(6, 7-yyb^fy-4-^yU;H t^y] 
-2-7/ktn7x>jy (8 1 3mg) £?r?ntf/PA 
/hUxf-;PT5y (3 0ml/3ml ) te»j*U £ 
\IT*.^)V ( 0 . 3 7 m 1 ) fcjni, 54HSBW¥ 

us. mmtemomm-t h u vati^^d^ 

^on^AtifiSL^ ^nn*;l/Aii^*7j<lo5iM-7-b 

fh5th'n77y(2 0ml) fc»»U *ftT 
TkX-fkUf-^AT^S-^A (0. 3 9g) SrflDx.. 1 

*IU:. «ffl^£8*LT1$Mtts8$£. 

( 2/1/1 ) ~emm-f 

[0 1 1 5] 1 H-NMR (CDC 1 3 , 400MH 
z) :#1. 34 (t, J = 7. 1Hz, 3H), 3. 
20-3. 2 8 (m, 2H), 4. 06 (s, 3H), 
4. 07 (s, 3H), 6. 50 (d, 3 = 5. 6H 
z, 1H), 6. 71-6. 77 (m, 1H), 6. 8 
6-6. 92 (m, 2H) , 7. 55 (s, 1H) , 
7. 57 (s, 1H), 8. 47 (d, 3 = 5. 6H 
z, 1H) 

[0116] SSBgfflJ9 N- {4 - [ (6, 7jzE*± 
^-4-3VU;l-) £±k] -2-^f/k7x-/H 

*7j<ftM (0. 27ml) , 11(0. 1 3 m 1 ) * 6 

0trr9 0#BBBfUi. ^ifcy^nn^^y (lm 

I) tdK!Lfc4- [ (6, 7-^h^>—4-dfy 
U/U) ^v-] -2-^f-;l/TxUy (3 0 Omg) 2r 

jut, WKiQimimvfz. wmBzmmmm 
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u^vm^m-mm- h u ^A-ciatUi. wsrm 

Om 1 ) tcjfflRU *JfrT**^Uf"^AT;l'S~9A 

(o. l 5g) £Jn;L 4B#BHnai3ESLfc. *H>Ts 

g La . liiwif/Knai t . M^era^- h u 

£s KV^nn^^y (4/2/ 

1 ) TffiHWS y^Wnvh^y^-WOi 

[0 1 1 7] 1 H-NMR (CDC 1 3 , 400MH 
z) : 82. 17 (s, 3H) , 2. 94 (s, 3 
H) , 4. 05 (s, 3H) , 4. 05 (s, 3H) , 
6. 43 (d, J = 5. 4Hz, 1H) , 6. 65 
(d, J = 8. 8Hz, 1H), 6. 91 (d, J = 
2. 7Hz, 1H), 6. 99 (dd, 3 = 2. 9 , 
8. 5Hz, 1H), 7. 42 (s, 1H), 7. 60 
(s, 1H), 8. 44 (d. J = 5. 1Hz, 1H) 
[ 0 1 1 8 ] S§M1_0 N— {4- [ (6, 7-x^ 
h^y-4-^y'J/l/) jj£k] -2-^f-/P7x- 
IV) -N-xf-;|^T5y 

4- [(6, 7-^h^^-4-^f/U;W) 
-2-^f-;PT-U>- (40 Omg) £?nn*/WA/ 

h UXf-;kTSy ( 5m 1 / 2m 1 ) fc»»U ttMfcT 
-tr^;l/ (0. 19ml) SJnis 3SaT 5 L 

nntf^ATIgffiU ?nn^AJf£*7MW-h'J 

rf5hKn77y (20ml) fcjfflBU *?feT 
Tfcfg-ffc'Jf-^AT/PS-^A (0. 2 0 g) fcjml. 4 

ivztotnnL, ■tyjhbmLti* nwmzw/mx& 

9uu*fy (4/2/1 ) -ClWfi^U^/W^n 
Vb/97^-fc<fcDf&$gU mm<Wt&fa* 2 6 3m 
g, JK*6 0%T'#£ 0 

[0 1 1 9] i H-NMR ( CDC 1 3 , 400MH 
z) :81. 35 (t, J = 7. 1Hz, 3H), 2. 
17 (s, 3H) , 3. 24 (q, J = 7. 1Hz, 2 
H), 4. 05 (s, 3H), 4. 05 (s, 3H) , 
6. 45 (d, 3 = 5. 4Hz, 1 H) , 6. 66 

(d, J = 8. 8Hz, 1H), 6. 91 (d, J = 
2. 7Hz, 1H) . 6. 96 (dd, J = 2. 7 , 
8. 8Hz, 1H), 7. 46 (s, 1H), 7. 60 

(s, 1H), 8. 44 (d, J = 5. 4Hz, 1H) 

[0 1 203 ISSgj 1 1 N- (2, 4-y'7;^n7 

«S*SK(11. Oml) s ng(5. 84ml) £6 



0 -CT- 120 ttmmn l tz . % z. \z 2 , 4 - ^7/M- n 

T-U y ( 3 . 9 4ml) £jDi, M?ST2 8 04HBMI 
#Lfc. S««gft»J<«^ h U 7A 7 j«£;D[| 

u 7A«u; t mErmm^^Lxnwzm 

TT^tFn?^* (150ml) fclBJSPU 
T7K*-fb U f7A7^ $ x>> A ( 2 . 94g)^Jnt. 

w^jv*mim$L. ^y^hbMLfz. &mm 

^f-9-y/r-feby (30/D -csSBfts^u^^;^ 

[0 1 2 1 ] 1 H-NMR (CDC 1 3 , 400MH 
z) : 5 2 . 86 (s, 3H), 6. 58-6. 65 
(m, 1H) , 6. 74-6. 8 1 (m, 2H) 
[0122] MmM 1 2 N- ( 2, 4-y7/l/tP7 
x-;U) -N-x^;WT5y 

2, 4-^7/^nT-Uy (645mg) % T-febT 
/kffc H ( 0 . 2 8ml) teWRLUX 9 J —IV ( 1 0 
m 1 ) tSl^^^y^A ( 1 . 2 g ) k^McoWm^ 

int. *»T4 5#BHWfLfc. WSafcsiWIMt*^* 

^hU>7A(570mg) fcjni. N 04HBHW* 
iSzWffiitf- b U *7&?mkLiZ. W£fm%*'££;LT 

Mtdzmz*. ^*y-y/T*hy/ i J?'au*?y 

(2 0/1/1) T-®W-rSv'U^7 i ;^n"7h/97 
-f-tiOHNKU Hli<0ft^2 0 5iiig, JR*2 
6%Tl#fto 

[0 1 23] 1 H-NMR (CDC 1 3 , 400MH 
z) : 81. 28 (t, J = 7. 3Hz, 3H), 3. 
16 (q, J = 7. 3Hz, 2H), 6. 60-6. 8 

1 (m, 3H) 

[0124] jjgffll 3 N- (2, 4-^7/^P7 
x-;W) -N-^fV7°Ph°;PT5y 

2, 4-^7/^7-^(3. 0 0g)£-rh7b 
FP77y (150ml ) fciSJffU %ZlZ3MHm/ 
7-fefy/fb7t KP75y ( 7. 8ml/5. lm 

1 /4 0 m 1 ) £$jT Lfc. *JfrT**ffc*^*t b U 
?A ( 2 . 6 5 g ) ^JUi, M?ST'3 0*|SI«tfPL/t. 

/^no^^y (1 0/1/1) *CSH1-S^U^y 

3. 2 4 g. JR*8 1%T1#7^„ 

[0125] 1 H-NMR (CDC 1 3 , 400 MH 
z) 22 (d, J = 6. 3Hz, 6H), 3. 
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52-3. 64 (m, 1H) , 6. 59-6. 67 
(m, 1H) , 6. 71-6. 81 (m, 2H) 

[0126] ssgfflJ 1 4 n-KyiSfr-m- (2,4 

-y7MP7x-ll/) 75 y 
2 , 4 -y7WDT-y y ( 2 . 3 7ml). <yX 
7/Pt t M 2 . 3 6ml) *mm LtzX ? J~)V ( 4 
6ml) OUtV^^A ( 5 . 5 9 g ) b^MPM 

h U 7 A ( 2 . 6 4 g ) ^Sfli. , mtC 1 Sllltf 

^KRt- b U 7 Jxt&Sk L . JSEETJffiB* ®* t T 
W^WtaS*. h y ( 3 0/1 ) "CM 

®0flS£*£ 3 . 0 4 g , JR$ 6 0 . 
[0 12 7] 1 H-NMR (CDC 1 3 , 400MH 
z) : S4. 34 (s, 2H) , 6. 56-6. 82 
(m, 3H) , 7. 25-7. 38 (m, 5H) 
[0128] WSM 1 5 N - (3, 4-y7/^n7 

( 4 . 3 9ml), £1(2. 0 8m 1 ) * 6 

o°cT9oftmmnLtz„ %zl\,z 3, 4-^*7^07 

-U y ( 1 . 5 4ml) £Jn;t, gSR? 1 OWfL 

h5t Ko75y (50ml) fcjg»U *&T*S6ft: 
y iJ-7A7/t-Sx7A ( 1 . 1 8 g ) fcjn*. SiTC2 

^^-y/wm^i-jv ( 1 0 
/1 ) ~cwmtz> isvtiftvtwyyjy 4-\£& d 

ft»L. MKtit:£ft& 1 • 3 7 g s 1R$6 2%T1# 
fc. 

[0 129] 1 H-NMR (CDC 1 3 , 400MH 
z) : d2. 80 (s, 3H) ,6.2 5-6. 3 1 

(m, 1H) , 6. 36-6. 43 (m, 1H) , 6. 
92-7. 01 (m, 1H) 

[0 130] W&mi 6 N- (3, 4-y7/^n7 
x x;k) -N-xf-;k7$y 
3, 4-y7Wo7-y/ ( 1 . 0 0g)^?nn* 
/W*/ h UX^7 5 y ( 1 0 m 1 /2 m 1 ) idSjff 
U *»T^H7-fef-;l' ( 1 • 11ml) fcais MS 

t* i oaisBweu;. mmfrmiM&mr v u 7 a 

T**&;fufc8$£, T>5t Ftt75y (25ml)fc 
?ffi§IU *ftT**ftUf- 1 7A7;l'$x>>A (0.59 
g) *Jnis 3 0#EH*#U;, 7jC#T. BOEMKtK 



fc. jsffiTJWCfeff^UTfffetufeasft, ^Mfy/ 

PKx^/P (10/1) TBSM-f Si/U^y/^o^h 
^57^ -t,z£ DffMU 0 . 8 7 g. 

[0131] 1 H-NMR (CDC 1 3 , 400 MH 
z) 25(t, J = 7. 1Hz, 3H), 3. 

09 (q, J = 7. 1Hz, 2H), 6. 23-6. 3 
1 (m, 1H) , 6. 35-6. 44 (m, 1H) , 
6. 90-7. 00 (m, 1H) 

[ 0 1 3 2 ] HM17. N— (4-7Mn7x- 

iS*SS ( 1 . 27ml), WM ( 0 . 9 1 m 1 ) £6 
0TTC9 OflflfflBf Lsfc. -e^^4-7;l/^n7-Uy 
( 0 . 4 3ml) tML. m&LT 1 O^RBWPtfe. R 

mmimm^mi- v u ? A7K?f -m mi . wm^ 

JlX-mm L s SSxf-;H^te 7 j<^7 h U 

KD75y(5 0ml) Wfftf *^T**fl:u^ 
A7;PSxi>A ( 6 8 5mg ) 5^&m»^ 

Us. 7K?^T. K«lgfc7k. ^c#ltx^&jra^^ 
ft^>*ife»S*, ^-9-y/B^x^ ( i o/i ) t 

mmcDllSy®* 380mg, JR*67 %T&tl . 
[0 133] 1 H-NMR (CDC 1 3 , 400 MH 

z) : 82. 82 (s, 3H), 6. 55-6. 61 
(m, 2H) , 6. 87-6. 9 5 (m, 2H) 
[0 134] gBttfiXJl 8 N-x^;W-N- (4-7/1- 

^p7i-;H 7$y 

4-7;^n7xyy (30 0mg) ^nn^V 
M>xf-^7$y (5ml/2m 1 ) tafflfU, ffi<k7 
( 0 . 3 9ml) *jDi, m&Tl O^aWL 

fc. fb7tKD75y(10m 1 ) tiffin U tR^T 
7k«-ftU^'7A7^5xt>A ( 0 . 4 1 g ) *inii s 1 

•n»^U^^ i ;^n^b/97 4-tJ; l 9»St, ^jB 

^-fk^rft^ 239mg,J|X*64 %"CH^. 
[0135] 1 H-NMR (CDC 1 3 , 400 MH 
z) : d 1 , 26 (t, J = 7 . 3Hz, 3H), 3. 
13 (q, J = 7. 3Hz, 2H), 6. 55-6. 6 
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3 (m, 2H) , 6. 86-6. 93 (m, 2H) 
[0 1 3 6] IfjfMl 9 N- {4- [ (6, 7-y.X 
h*rzs-4-*SVn') ttis-l -2-7/^n7x- 
)V) — N' - (4-7;ktP7x~;W) ^I^T 
4- [(6, 7-> > ^h^^-4-^y :t^y] 

-2-7/ytn7xyy ( 1 5 Omg) S-Wkry ( l 
Omi ) WiMiilU -ec:fc4-7;^o7x-;H 

VisTi— h (0. 11ml) ^jat s 1 O^TslMSI 
»163mg, 1R*7 

[0 13 7] i H-NMR (DMSO-d 6 , 400M 
Hz): J3. 93 (s, 3H) , 3. 9 5 ( s , 3 
H ) , 6. 54(d, J = 5. 1Hz, 1H), 6. 0 

7- 7. 19 (m, 3H), 7. 31-7. 36 (m, 
1H) , 7. 40 (s, 1H) , 7. 45-7. 49 
(m, 2H) , 7. 49 (s, 1H) , 8. 22 (t, 
J = 9. OHz, 1H), 8. 49 (d, J = 5. 1H 
z, 1H) , 8. 59 (s, 1H) , 9. 08 (s, 1 
H) 

[0 138] Mj§M2 0 N- (3, 4-y7;^P7 
x-;W) — N' - {4- [ (6. l-ittY^is-A- 
*SV)V) ttisl -2-7;ktP7x~/H *7l-T 
4- [(6, 7-^h^^-4-^7U;k) ^y] 
-2-7/M-n7-y>- (3 OOmg) 2: Wlxy ( l 

5ml), h'Jxf-^TSy (3ml ) tMMU 

ft, nn^ ? y ( o . 5 m l ) (dfflBU; h U 

( 3 o omg ) ituix 5ftmtmmfiLfz. & 

fc N 3 , 4-y7^to7->J y ( 1 4 3 m g ) 

y (3/1) fS^-fl>yU^c> s ;^n-7h^57^- 

tiOflHSU i^!»2 9 0mg, JR*6 7% 

[0 1 3 9] 1 H-NMR (DMSO-d 6 ,400M 
Hz) : $ 3.94 (s, 3H) ,3. 95 (s, 3 
H), 6. 5 5 (d, J = 5. 4Hz, 1H) , 7. 0 

8- 7. 15 (m, 2H) , 7. 32-7. 39 (m, 
2H) , 7. 40 (s, 1H) , 7. 49 (s, 1 
H) , 7. 65-7. 73 (m, 1H) ,8.19 

(t, J = 9. 1Hz, 1H), 8. 50 (d, J = 
5. 4Hz, 1H), 8. 66 (s, 1H), 9. 26 
(s, 1H) 

RMfttittS. (FD-MS, m/z) :4 69 (M+ ) 
[0 14 0] HM21 N- (2, 4-y'7;ktP7 
X -;W) — N' - {4- [ (6, 7-y/f^y-4- 

4- [(6, 7-y^h^y-4-^yu^) 

-2-^f-;yrxUy (2 0 0mg) £Wlxy ( l o 



ml ) temm®MLtd&. 2, 4-y7/M-n7xX/k 
AVS/T-f- MO. 15ml ) SlDiT 2 «HMBI 

Il65mg s JR*5 6 

[0141] 1 H-NMR (DMSO-d 6 , 400M 
Hz) : #2. 29 ( s, 3H) ,3. 94 (s, 3 
H) , 3. 95 (s, 3H) , 6. 47 (d, J = 5. 
1Hz, 1H) , 7. 04-7. 09 (m, 2H), 
7. 13 ( d, J = 2. 7Hz, 1H), 7. 27- 
7. 33 (m, 1H), 7. 39 (s. 1H), 7. 5 

0 ( s , 1H), 7. 95 (d, J = 8. 8Hz, 1 
H) , 8. 1 1-8. 1 8 (m, 1H) , 8. 38 

(s, 1H) , 8. 46 (d, J = 5. 1Hz, 1 
H) , 8. 93 (s, 1H) 
ft*#flffS (FD-MS, m/z) :46 5 (M+ ) 

[0142] H02 2 N- <4- [ (6, 1 -V* 

b^y-4-^yu;p) ^y] 7x-;H -N-xf- 
4- [(6, 7-y/ h^y-4-^-yu;i/) ^y] 

Txyy (lOOmg) i^an^Vb'Jxf/VT 
5 y ( 6m l /o . 5ml) fc» j»U iM^T-te^/k 

( 5 0/i 1 ) fciH*. EST 2 0#H«ff Lfc. TO£ 

Lfc. MET«£^*LT#^ft£H££. fh?h 
Hn75y (5ml) mmL, fctoTTfcSfrffcyf-^A 
T;1^5 A ( 5 2 m g ) Jnx. ,4.5 8$|S!MKt8S 

@f«xf-/H ^iNcgSS^ h U ^ ATfaSi b . MET 

y (2/1 ) -e-SiH-f-S^iyy^^V^nvb/97 
-f -fc=fc DtHU *HtfXfc#H!£ 5 2 m g . 1R^4 7 

[0 143] 1 H-NMR ( DMSO— d 5 , 400 
MHz) : 8 1 . 35 (t, J = 7. 2Hz, 3H), 
3. 20 (q, J = 7 . 1Hz, 2H) , 4. 06 

(s, 6H) , 6. 45 (d, J = 5. 4Hz, 1 
H) , 6. 67 (d, J = 9. OHz, 2H), 7. 0 

1 (d, J = 8. 8Hz, 2H) , 7. 46 (s, 1 
H) , 7. 60 (s, 1H) ,8.45 (d, J = 5. 
4Hz, 1H) 

[0144]HM23_ 4 - [ (6, 7-y/h^y 

-4-*/u;w ^y] rxyy 
4-^nn-6, 7-y/h^y^yyy ( i. 84 

g) t4--fn7i/^ (3. 4 2g) £*!H£\ 1 
7 0 °CT" 5 0 t . MS t W L fcGL 

Mx^*?risws7j<m^t?tm, *7j<«7-b y 
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j —i/ZX vmtLXtohtifctt&to (4. 5 4 g ) a>- 

» ( 1 . OOg) ^N, N-$*X*/W?;WS H/» 
»xf>;l/ ( 3 Om 1 /l 5m 1 ) WffPU 1 0%?J<M 
^5^A-i(8l5(6 9mg) ^Jdi.. 7K*»ffl^T 

JR3S7 8%T#fc. 

[0145] 1 H — NMR (CD 3 OD, 500MH 
z) : 5-4. 00 (s, 3H) ,4. 00 (s, 3 
H) , 6. 47 (d, J = 5. 5Hz, 1H) , 6. 8 
2 (d, J = 8. 6Hz, 2H) , 6. 96 (d, J = 
9. 2Hz, 2H), 7. 32 (s, 1H), 7. 62 

(s, 1H) , 8. 36 (d, J = 5. 5Hz, 1H) 
MMKFD-MS, m/z) :2 96(M+) 
mm 1 ~3 0 <7){\&%S<0ffiM. % Tret b TIS^M U T* 

[0146] 
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2, 4-F2 



roi 4 7 3 a@iKifeffi.il mumrnxj *y * TVP-jfe 

b b / y vmbsglot ( wm*fa*#ffi%.m*z>A 

fc*-l^.xfcj&aU JWlFWBb^lOOiiirfSJStc 
ia£E"fofcSfl4t£ U lOng/kgi:** i a 
Ut. *^-W*fcl%x;s>X7>-^250^ lffRrtgt 

■9-u 3o*«t»i8t*jisajufc. jimt^M».3g 

Sfc 0 0 . lNK0H?:350^1Jnx.37°CT— V^f .x^-v- 
U i/®M-ir?l^iDXX7S>X7>-^?f ffl L , 3000r P 

S^Ti U TOl^SHttfc^T/CxioOCO-CfffilfLfc. 
[0148] #?B»Dtt£M^tt^fcWl/t. Jl!« 

[0149] 
[IS2] 
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Its® 










00 
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10. 6 
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1 8. 0 


1 9 
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[0 1 5 0] HM1M2. bh^'Jt--7ii (GLO 
7) tzjfrt&fflB&m 



XlOO^* 



1 u mmmmmm (tgir) = (i-tx/cx) 
[0151] *mcofc&m$nmmmix . mm 

[0 152] 
[*3] 
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[0153] mmmM3 mmBmmt^mm 4nztbtbx^t. 

V^X6jfiLSMP388 (ATCCHAf:ATCC [0 154] 

ccl-46) H5%$m#X'{y*2.<-?-mzt5^ . [H4] 

X ym Mf&ff JUL* RPMI 1640J«ifi*CJ«* L „ *tlR 
IMMt^fbSEJIS^O.Ol. 0.1, 1.0, 10^Mi:^|>j;a 

*£tcti (3+) , 1.0/xHT^JB^LfeaifcWEg«)A>*i 

s«^tctt (2+) s lo^MT-m^-fEL^ifflfla^istoA, 

(+) tLtz. 10 juHX'&mmtLtz 
mMm&bkti^tSr&lzte (-) fcLfc. #&H|!<Z>ft 
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(-) 




(-) 




(-) 




(-) 


■ I ■ r r PvSJ .# 
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j-I r Tjf Jt^LT r— 
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i r r r i >-r\Tr\ a 
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jUWW21 
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[0155] mm 



ffi'KDBA/lJsea^X 



v 0 . 3 %£qir» ( K - 4 l , 3 y-yytmm&k 

*^A¥) s 2. 5ml<9£II:£«fciV'7. 5mlc7)^ 
^7n>( yKT^'a^Vh (Difco Labs.fr&A^) 

^f>x?/ky 3 yniu *??*?)£ffi35K»4SIHI 
? l/^r 7 JUt D M S O £ -eix-eti 1 0 

tm<7)Mmz, tiZXhhls^-k-h (MTX) 



BISI1 B 1 0510. WV>"r*fflv^5l8i!IfiPS4U 
fc. SUtW 1 OflS-6«^fflKi 1 Omg/kg, MTX^ffl 
JKi 1 Bg/kgi: tfc. 

[0156] S^flBifc^^iateRTJ^tt^arw 

[0 157] a^ffiCHgl 5 (DTHjQG) 

#p8E<0t6f£Crj:BDFlV>^ (9ii») ( H*ft- 

0 At gcOoval bumi n ( OVA ) ( ^fc^lBlf^t&ttfr A 
#) S lmgOalumt^fc^V^X^TfcS-l-LTlS^ 
U JSSf^7 Bftfc 1 0 //gCOOVASr 5 0 //gtfDalimfc^fc 

c^mgk l/s. ustM i ff^Mt^v^y t-jut d 
msoj -tii-rii i o %*tAa A*Sffi<oji#^ s t ft 

ttiiJSSgfrB t SjgttffcO 2 HI SV>f^ffli'^M8 
Ltz . HffiM 1 «0^^Bj k 7V h* -V'n yoffli 
14. 1 Omg/kgk tft. 

[0158] HA» III 2 K^s-r. ^WJ 1 <0ft^ftH4lr 
M. (P<;0.05, student' s tftg) *DTHRJKW(WSI>ft** 

[Hffi^^#^0J] 

[Ell] IlS35-^>^#PB^*ft-|)IIMMl^ 
( n = 1 0 ) x A : HSfifl 1 <9fc£to£4;ifcSf 

( n= 1 0 ) s □ : MTXS^fcS ( n= 1 0 ) . 

[H2] mmmmm (dth^je) fcwsiQtwi 



2] 



S 8 



H-^Z , i Cp<0.05) 



o 



o cPffi o {p<aon 
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—T— 

20 



25 
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(51) Int. CI. 6 
A6 1K 31/47 
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